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DEPARTMENT  OF  HEALTH. 
EDUCATION,  AND  WELFARE 

Food  and  Drug  Administration 

21  CFR  Parts  201, 207  and  314 

[Docket  No.  78N-0320] 

Requirements  for  Designating 
Manufacturer’s  Name  on  a  Drug 
Product’s  Label 

agency:  Food  and  Drug  Administration. 
action:  Final  rule. 

summary:  This  rule  specihes  the 
conditions  under  which  a  person  may  be 
identihed  on  the  label  of  a  drug  product 
as  its  manufacturer.  This  rule  revokes 
the  "man-in-the-plant”  policy  under 
which  a  firm  has  been  permitted  to 
claim  to  be  manufacturer  of  a  drug 
product  on  the  basis  of  having  placed 
quality  control  staff  in  the  plant  of  a 
subcontractor.  The  agency  believes  that 
the  continued  application  of  the  “man* 
in-the-plant”  policy  would  mislead 
consumers  about  who  actually 
manufactured  certain  drug  products. 
EFFECTIVE  OATES:  Effective  April  10, 

1981,  for  drugs  and  drug  products 
initially  introduced  or  initially  delivered 
for  introduction  into  interstate 
commerce.  This  document  also  extends 
the  effective  date  of  §  201.100(e)  (21  CFR 
201.100(e]],  which  requires  that 
prescription  drug  labeling  bear  the  name 
and  place  of  business  of  the 
manufacturer,  packer  or  distributor,  to 
April  10, 1981. 

FOR  FURTHER  INFORMATION  CONTACT: 

Steven  H.  Unger,  Bureau  of  Drugs  (HFD- 
30),  Food  and  Drug  Administration, 
Department  of  Health,  Education,  and 
Welfare,  5600  Fishers  Lane,  Rockville, 
MD  20857,  301-443-5220. 

SUPPLEMENTARY  INFORMATION:  In  the 
Federal  Register  of  October  3, 1978  (43 
FR  45614),  the  Food  and  Drug 
Administration  (FDA)  proposed  to 
amend  §  201.1  (21  CFR  201.1)  of  the 
agency’s  general  drug  labeling 
regulations  to  specify  the  conditions 
under  which  a  person  may  be  identified 
on  the  label  of  a  drug  or  d^g  product  as 
its  manufacturer.  The  rulemaking  was 
intended  to  end  the  “man-in-the-plant" 
policy  under  which  a  drug  firm 
marketing  a  product  has  been  permitted 
to  claim  to  be  manufacturer  of  the 
product  on  the  basis  of  having  placed 
quality  control  staff  in  the  plant  of  the 
subcontractor  that  actually  produced  the 
product.  The  proposal  identiHed  10 
manufacturing  operations  that  are 
important  in  formulating  a  drug  product. 
Under  the  proposal,  in  order  to  claim  to 


be  the  manufacturer  of  a  drug  product,  a 
firm  must  perform  all  the  listed 
operations  that  apply  to  production  of 
the  labeled  product.  If  a  Arm  performs 
none  of  the  applicable  operations,  it 
cannot  claim  to  be  manufacturer  of  the 
drug  product  under  any  circumstances. 
However,  if  a  firm  performs  some  but 
not  all  the  applicable  operations,  and 
still  chdbses  to  identify  itself  as  the 
manufacturer,  it  must  identify  itself  as 
the  joint  manufacturer  along  with  each 
other  Arm  that  performs  one  or  more  of 
the  remaining  applicable  operations. 

The  proposed  regulation  also  speciAed 
the  conditions  under  which  a  person 
may  claim  to  have  performed  the  listed 
manufacturing  operations. 

The  agency  also  proposed  to  amend 
the  drug  registration  and  listing 
regulations  (1)  to  prohibit  an  owner  or 
operator  of  a  drug  establishment  from 
registering  the  establishment,  if  any  part 
of  the  establishment  is  registered  by  any 
other  owner  or  operator,  and  (2)  to 
require  that  any  change  made  in  a 
registered  establishment  Arm  name 
made  within  6  months  of  the  registration 
of  the  establishment  be  supported  by  a 
signed  statement  of  the  establishment’s 
owner  or  operator  that  the  ::hange  is  not 
made  for  the  purpose  of  changing  the 
name  of  the  manufacturer  under  §  201.1. 

By  the  close  of  the  original  comment 
period  the  agency  had  received  53 
written  comments  on  the  proposal. 
Several  complained  that  the  proposal,  if 
adopted,  would  have  an  anticompetitive 
effect  on  the  drug  industry  by 
discouraging  the  use  of  contract 
manufacturing.  This  would  happen,  the 
comments  asserted,  to  the  extent  that 
the  proposal  would  prevent  a  drug 
company  from  claiming  to  be  sole 
manufacturer  of  a  product  whose 
manufacture  had  been  contracted  out  in 
whole  or  in  part.  To  assist  the  agency  in 
responding  to  these  comments  the 
agency  asked  the  Antitrust  Division  of 
the  Department  of  Justice  for  its  analysis 
of  the  matter.  On  April  26, 1979,  the 
Department  of  Justice  responded.  The 
response  suggested  that  before 
attempting  an  analysis  of  the  effects  the 
proposal  might  have  on  drug  industry 
competition,  “additional  development  of 
the  record  is  needed  to  assess  the 
probable  effects  both  beneAcial  and 
adverse.”  In  the  Federal  Register  of  June 
26, 1979  (44  FR  37234),  the  agency 
published  a  notice  which  announced  the 
availability  of  the  Department  of  Justice 
letter  and  solicited  the  submission  of 
data  and  analyses  on  the  claim  that  the 
proposal  would  have  an  anticompetitive 
effect.  The  notice  reopened  the  comment 
period  for  an  additional  60  days.  During 
this  time  the  agency  received  about  20 


additional  comments.  These  comments 
are  summarized  and  discussed  in 
paragraphs  49  through  51  below. 

In  all,  FDA  received  73  comments  on 
the  proposed  rule.  These  comments  have 
come  from  trade  associations, 
professional  groups,  individual 
manufacturing  Arms  (both  brand  name 
and  generic  Arms),  pharmacists, 
teachers,  and  other  interested  persons. 

A  summary  of  the  substantive  comments 
and  the  agency’s  responses  follows: 

Need  for  Rulemaking 

1.  Many  comments  questioned  the 
need  for  making  a  rule  to  deAne  who 
can  properly  claim  on  a  drug  product 
label  to  be  the  manufacturer  of  the  drug 
product.  Several  comments  contended 
that  the  preamble  to  the  proposed  rule 
had  failed  to  identify  any  specific 
instance  of  misinformation  about  or 
misidentiAcation  of  the  manufacturer 
that  resulted  from  labeling  practices 
under  previously  sanctioned  policies. 
Other  comments  asserted  that,  if  under 
the  proposed  revision,  a  manufacturer  or 
joint  manufacturers  were  identified  on  a 
drug  product  label,  the  information 
disclosed  thereby — information  about 
the  person  or  persons  who  had 
performed  the  manufacturing  operations 
needed  to  produce  the  product — was 
neither  desired  by  most  consumers  nor 
helpful  to  them.  Several  comments 
argued  further  that  even  if  consumers 
did  desire  this  sort  of  information,  it 
could  be  obtained  or  made  obtainable 
elsewhere,  for  example,  by  a  FDA- 
prepared  pamphlet  presumably  listing 
the  manufacturing  source  of  all  drug 
products. 

While  the  preamble  to  the  proposed 
rule  did  not  cite  any  speciAc  cases  of 
misinformation  conveyed  to  consumers 
under  previously  sanctioned  labeling 
policy,  it  did  describe  in  general  terms 
several  labeling  practices  sanctioned 
under  previous  policy  that  could  mislead 
consumers  about  who  manufactured  a 
drug  product.  Further  the  preamble 
described  in  detail  the  “man-in-the- 
plant”  policy  and  concluded  that  the 
“policy  is  no  longer  appropriate  as  a 
basis  for  identifying  a  Arm  as  a 
manufacturer  of  a  drug  or  drug  product 
for  purposes  of  section  502(a)  and  (b)(1) 
of  the  act.”  Also  in  support  of  the 
proposed  action  the  preamble  cited 
hearings  on  the  problems  associated 
with  the  “man-in-the-plant”  practice 
that  were  held  before  the  Senate 
Subcommittee  on  Monopoly  and 
Anticompetitive  Activities  and  the 
House  Subcommittee  on  Oversight  and 
Investigations  of  the  Committee  on 
Interstate  and  Foreign  Commerce. 
Therefore,  FDA  believes  that  the 
proposal  adequately  demonstrated  the 
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existence  of  policies  that  permit  the  use 
of  potentially  misleading  label 
information  and  the  consequent  need  to 
revise  these  policies. 

The  agency  strongly  believes  that  all 
consumers  of  drug  products  not  only 
desire,  but  need,  truthful  and  accurate 
information  about  drug  products.  While 
FDA  has  not  conducted  a  survey  to 
establish  a  consumer  preference  for 
nondeceptive  labeling,  it  should  be 
noted  that  many  commentors  did  state 
their  emphatic  support  for  the  proposed 
rule  and  stressed  that  it  would  ensure 
that  information  on  drug  product  labels 
would  be  of  value  to  physicians, 
pharmacists,  and  lay  consumers  in 
making  rational  drug  product  selections. 
Of  course,  even  if  consumers  did  not 
find  the  information  disclosed  under  this 
final  rule  helpful  or  informative,  the 
agency  would  still  have  a  statutory 
responsibility  to  ensure  that  the 
identification  on  the  drug  product  label 
of  the  name  and  place  of  business  of  the 
manufacturer,  packer,  or  distributor  (as 
required  by  section  502(b)(1)  of  the  act) 
was  not  false  or  misleading.  This  rule 
carries  out  that  agency  responsibility. 

The  agency  does  not  believe  that 
publishing  a  pamphlet  containing 
information  about  the  manufacturing 
source  of  all  drug  products,  assuming 
that  such  a  list  could  be  drawn  up  and 
distributed,  would  solve  the  problem  of 
misleading  label  information.  The 
problem  of  misleading  drug  label 
information  can  only  be  addressed 
through  policies  that  regulate  the  kinds 
of  information  that  can  appear  on  drug 
product  labels. 

Definition  of  Manufacturer 

Revisions  To  Proposed  Definition  of 
Manufacturer 

2.  Many  comments  criticized  the 
proposed  definition  of  manufacturer  as 
it  would  affect  the  label  of  a  product 
whose  manufacture  involved  the 
participation  of  two  or  more  drug  firms. 
Several  comments  conceded  that  a 
definition  of  manufacturer  might  be 
useful  but  contended  that  the  particular 
definition  proposed  prevented  "actual 
manufacturers”  from  truthfully  claiming 
to  be  sole  manufacturer  of  a  product.  In 
particular,  these  comments  objected  to 
the  provision  that  would  require,  if  no 
single  person  performed  all  the 
§  201.1(b)  manufacturing  operations  that 
were  needed  to  produce  the  product 
(and  the  label  purported  to  identify  the 
manufacturer),  that  all  persons  who  had 
performed  any  of  the  necessary 
operations  be  identiHed  on  the  label  as 
"joint  manufacturers.”  These  comments 
contended  that  the  "joint-manufacturer” 


concept  is  deRcient  in  a  number  of 
respects,  including  the  following: 

a.  The  naming  on  a  product  label  of 
several  persons  as  "joint 
manufacturers"  would  make  it  more 
difficult  for  consumers  to  determine 
what  person  was  responsible  for 
marketing  the  product  and  to  identify 
the  person  to  be  contacted  for  further 
information  about  the  drug  product.  As 
an  example,  one  comment  suggested 
that,  if  companies  x,  y,  and  z  are 
identified  on  the  label  as  "joint 
manufacturers”,  consumers  attempting 
to  learn  about  the  product  would  be  as 
likely  to  contact  x  or  y  as  z,  even  though 
z  might  be  the  only  company  able  to 
respond  to  consumer  inquiries. 

b.  If  several  persons  are  identified  on 
the  label  as  joint  manufacturers,  the 
label  would  tend  to  be  crowded  and 
perhaps  illegible. 

c.  Requiring  a  marketing  drug  firm  to 
identify  subcontractors  as  joint 
manufacturers  would  discourage  the  , 
contracting  out  of  $  201.1(b)  operations 
and  would  tend,  as  a  consequence,  to 
increase  drug  prices  as  well  as  the 
concentration  of  the  drug  industry. 

d.  If  a  company  marketing  a  drug 
product  is  unwilling  to  acknowledge  on 
the  label  the  contribution  of  other 
parties,  the  "joint  manufacturer” 
provision  might  discourage  the 
identifying  of  anyone  as  manufacturer 
because  the  marketing  company  could 
instead  identify  itself  as  distributor  of 
the  drug  product. 

e.  The  concept  is  inconsistent  with  a 
consumer’s  understanding  of  what  is 
meant  by  "manufacture”  or 
"manufacturer”. 

f.  The  joint  manufacturing 
identification  would  not  inform  the 
consumer  which  steps  each  of  the  joint 
manufacturers  had  performed  in  making 
the  product. 

g.  The  concept  would  threaten  an 
"esteemed  and  proper  prerogative”  of 
business  organizations  marketing  a 
product  to  be  identified  as  sole 
manufacturer  of  the  product. 

h.  Identifying  all  persons  who 
performed  the  operations  needed  to 
produce  the  product  would  increase  the 
number  of  defendants  named  in 
products  liability  suits  brought  by 
plaintiffs  who  had  been  injured  by  the 
product. 

In  addition,  several  comments 
contended  that  the  contracting  out  of 
certain  highly  specialized  operations 
such  as  aerosol  filling,  lyophilizing,  and 
sterilization  by  irradiation  is  common 
practice  and  a  reasonable  response  to 
the  economics  of  drug  manufacturing. 
Several  comments  suggested  that  if  the 
manufacture  of  a  product  involves  the 
contracting  out  of  one  or  two  operations 


that  are  commonly  contracted  out,  the 
marketing  firm  that  has  performed  the 
remaining  operations  needed  to  produce 
the  product  should  have  the  right  to 
name  itself  sole  manufacturer. 

Several  comments  offered  alternative 
definitions  of  manufacturer.  One 
suggested  that  a  manufacturer  that 
performs  more  than  one  half  of  the 
§  201.1(b)  operations  needed  to  produce 
the  product  should  be  permitted  to 
designate  itself  as  sole  manufacturer. 
Another  suggested  that,  if  a  drug  firm 
contracts  out  certain  operations,  it 
should  still  be  permitted  to  claim  to  be 
sole  manufacturer  if  it  identifies  the 
subcontractors  involved  by  name  and 
operation  performed. 

The  agency  has  carefully  considered 
these  conunents  and  has  decided  that 
certain  modifications  can  be  made  to  the 
proposed  definition  that  will  not 
sacrifice  the  consumer’s  interest  in 
nondeceptive  drug  product  label 
information  but  will  make  it  more  likely, 
when  two  or  more  firms  participate  in 
the  manufacture  of  a  product,  that  a 
single  drug  firm  will  be  able  to  make  an 
appropriately  qualiRed  claim  to  be 
manufacturer  of  the  product. 

As  finalized,  §  201.1  permits  a  person 
who  has  performed  some  but  not  all 
operations  needed  to  produce  the 
product  to  represent  itself  on  a  drug 
product  label  as  the  product’s 
manufacturer  as  follows: 

a.  If  the  person  performs  all  the 
manufacturing  steps  needed  to  produce 
the  product  except  for  those  that  are 
listed  in  the  rule  as  steps  that  the  agency 
has  found  to  be  commonly  contracted 
out. 

b.  If  the  person  performs  at  least  one 
half  of  the  §  201.1(b)  operations  needed 
to  produce  the  product  and 
acknowledges  the  contribution  of  the 
other  drug  Rrms  by  stating  on  the  drug 
product  label  that  "certain 
manufacturing  operations  have  been 
performed  by  other  drug  firms.” 

c.  If  the  person  performs  at  least  one 
§  201.1(b)  operation  and  the  label 
appropriately  identifies  by  name  and  by 
step  performed  the  persons  who  have 
performed  the  remaining  applicable 
operations.  Under  this  alternative,  a 
label  might  read,  for  example,  "Made  by 
A,  Sterilized  by  B,  Filled  by  C.” 

d.  The  person  could  still  be  identified 
as  a  joint  manufacturer  along  with  all 
other  persons  who  had  performed  the 
remaining  manufacturing  operations. 

The  alternatives  that  are  provided 
carry  out  the  essential  purpose  of  the 
regulation:  under  each  alternative  a 
person  may  not  truthfully  represent 
itself  as  manufacturer  of  a  product 
unless  the  person  has  been  significantly 
and  personally  involved  in  performing 
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the  manufacturing  steps  (listed  in 
§  201.1(b))  needed  to  produce  the 
product  Thus,  under  none  of  the 
alternatives  would  a  drug  firm  be  able  to 
represent  itself  as  manufacturer  on  the 
basis  of  having  placed  quality  control 
staff  in  the  plant  of  a  subcontractor  that 
actually  manufactured  the  labeled 
product. 

These  revisions  provide  alternative 
nondeceptive  ways  for  a  person  to  be 
represented  on  a  drug  product  label  as 
the  product’s  manufacturer.  The 
alternatives  are  intended  to  provide  a 
means  of  avoiding  some  of  the 
difficulties  the  comments  attributed  to 
the  proposed  provisions  that  would  have 
required  the  identification  of  two  or 
more  persons  on  the  product  label  as 
joint  manufacturers.  In  particular  the 
alternatives  are  intended  to  make  it 
more  likely  that  a  single  person  may  be 
identified  as  manufacturer  and  thus  to 
reduce  whatever  tendency  existed  under 
the  proposed  scheme  to  “crowd”  labels, 
to  threaten  the  “prerogative”  of  a  firm  to 
identify  itself  as  sole  manufacturer,  to 
discourage  the  identification  of  any 
person  as  manufacturer  (as  the  label 
could  identify  the  distributor  instead), 
and  to  curtail  subcontract  arrangements. 
(For  a  full  discussion  of  the  claim  that 
the  proposal  would  discourage  the  use 
of  subcontractors  and  thus  have  an 
anticompetitive  effect  on  the  daig^ 
industry,  see  paragraphs  49  to  51  of  this 
preamble.) 

Drug  Firm  To  Be  Contacted  for  Further 
Information 

3.  The  agency  agrees  that  the 
identification  on  a  product  label  of 
several  persons  as  joint  manufacturers 
might  confuse  and  mislead  consumers 
as  to  the  proper  source  of  information 
about  the  drug  product.  The  alternatives 
to  the  joint  manufacturing  concept 
should  increase  the  likelihood  that  a 
label  will  unambiguously  identify  a 
single  person  as  the  proper  source  of 
further  information  about  the  product. 
Furthermore,  the  agency  would  have  no 
objection  to  the  label  explicitly 
identifying  a  single  person  as  the  proper 
source  of  further  information  about  the 
product.  The  regulation  has  been  revised 
by  adding  a  new  provision  in 

§  201.1(h)(3)  to  state  that  the  label  may 
identify  a  person  as  the  source  of  further 
information  about  the  product. 

Man-in-tbe-Plant  Policy 

4.  Several  comments  argued  in 
support  of  the  “man-in-ihe-plant"  policy 
and  urged  that  the  policy  be  retained. 

One  comment,  which  was 
representative  of  several  others,  stated 
that  this  policy  correctly  recognized  that 
the  person  who  contracted  for  the 


manufacture  of  the  drug  product  and 
who  controlled  and  supervised  its 
production  was  the  person  most 
responsible  for  its  manufacture.  The 
comment  asserted  that  the  “mechanical 
functions  of  mixing,  granulating,  milling 
*  *  *”  could  be  performed  by  any 
person  to  another’s  specifications  and 
that  what  was  important  was  to  which 
person’s  specifications  the  product  was 
being  manufactured.  The  comment 
claimed  that  consumers  were 
unconcerned  about  whether  a  person 
actually  manufactured  the  product  or 
contracted  out  its  manufacture  under  the 
person’s  supervision  and  control.  The 
comment  concluded  that  a  person  who 
contracts  for  the  manufacture  of  the 
product  is  most  responsible  for  the 
product,  that  it  is  in  every  sense  that 
person’s  product,  and  that  consumers 
would  be  misled  if  that  person’s  name 
did  not  appear  as  manufacturer  on  the 
drug  product  label. 

FDA  does  not  agree  that  a  person  who 
arranges  for  a  product  to  be 
manufactured  but  who  does  not  perform 
any  of  the  manufacturing  operations 
needed  to  produce  the  product  can 
truthfully  represent  itself  as  the 
product’s  manufacturer.  Section 
502(b)(1)  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act  (the  act)  (21  U.S.C. 
352(b)(1))  requires  that  the  label  of  a 
drug  or  drug  product  bear  the  name  and 
place  of  business  of  the  manufacturer, 
packer,  or  distributor.  Because  the  term 
manufacturer  is  not  defined  in  that 
section  of  the  act  or  in  the  pertinent 
legislative  history,  in  defining 
manufacturer  the  agency  has 
appropriately  considered  the  word’s 
common  or  ordinary  meaning.  As 
commonly  or  ordinarily  understood,  the 
manfacturer  of  a  product  cannot 
reasonably  be  taken  to  identify  a  person 
who  took  no  part  in  the  actual 
production  of  the  product  even  if  that 
person  exercises  some  degree  of 
supervision  and  control  of  the  actual 
manufacturing  process. 

Further,  the  agency  does  not  agree 
that  in  looking  for  the  manufacturer  of  a 
product  one  should  look  for  the  person 
“responsible”  for  having  the  drug  made. 

If  drug  firm  “A”  contracts  with  a 
subcontractor,  drug  firm  “B,”  to  have  a 
drug  product  made  by  “B”  to  “A’s” 
specification,  “A”  does  in  a  sense 
become  “responsible”  for  the  drug 
product’s  manufacture  because  without 
the  contract  the  product  would  not  have 
been  made.  However,  the  contract  in 
itself  does  not  make  drug  firm  “A”  the 
manufacturer  because  “A”  has  not 
actually  taken  part  in  the  production  of 
the  product. 


Even  if  it  were  true  that  "any  person” 
could  mix,  mill,  granulate,  and  perform 
the  other  manufacturing  processes 
needed  to  make  drug  products,  while 
only  a  few  presumably  could  write 
specifications  for  the  product,  that 
would  not  be  relevant  to  identifying  the 
manufacturer  of  the  product.  What  is 
relevant,  as  indicated  above,  is  the 
identity  of  the  person  or  persons  who 
have  actually  performed  the  operations 
needed  to  produce  the  product.  Finally, 
the  agency  along  with  a  number  of 
consumer  commentors  disputes  the 
contention  that  consumers  are 
unconcerned  about  whether  the  person 
identified  as  manufacturer  on  a  product 
label  was  in  fact  the  product’s 
manufacturer.  And,  as  discussed  in 
paragraph  1  above,  even  if  there  were 
consumer  indifference  to  the 
truthfulness  of  the  manufacturer 
designated  on  a  product,  the  agency  has 
a  statutory  responsibility  to  ensure  the 
label’s  truthfulness. 

Legislative  History 

5.  Several  comments  contended  that 
the  legislative  history  of  section 
502(b)(1)  of  the  act  (21  U.S.C.  352)  does 
not  support  the  proposed  action.  The 
comments  suggested  that  the  legislative 
history  indicates  that  the  primary 
purpose  of  section  502(b)(1)  of  the  act  is 
to  require  that  one  company  take 
responsibility  for  the  di^g  and  to  ensure 
that  the  name  on  the  label  is  not  merely 
fictitious.  One  comment  argued  that  the 
proposed  regulation  would  not  achieve 
the  Congressional  intent  of  clarifying  the 
sponsor  of  the  drug  product  because  it 
would  eliminate  the  consumer’s  ability, 
when  two  or  more  firms  were  identified 
as  joint  manufacturers,  to  identify  the 
responsible  company,  and  therefore  to 
know  which  company  to  contact. 
Another  comment  argued  that  the 
legislative  history  as  cited  in  the 
preamble  to  the  proposal  did  not  support 
that  part  of  the  proposed  rule  that  would 
prohibit  a  separately  incorporated 
subsidiary  from  claiming  to  be 
manufacturer,  if  the  plant  or  equipment 
used  in  the  manufacturing  process  were 
owned  or  leased  by  the  subsidiary’s 
parent  corporation. 

FDA  believes  that  the  provisions  of 
this  final  rule  are  consistent  with  the 
legislative  history  of  section  502(b)(1)  of 
the  act.  That  history,  which  is  not 
extensive,  suggests  that  section  502(b)(1) 
was  intended  to  “prevent  the  sale  of 
commodities  under  labels  which  remain 
silent  with  respect  to  the  sponsorship  of 
the  products  or  which  utilize  merely 
fictitious  names.”  As  finalized,  §  201.1 
provides  a  mechanism  that  both  permits 
the  identification  of  a  person 
responsible  for  the  product  and  ensures 
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that  the  identiHcation  of  the  person  and 
the  role  the  person  has  played  in  making 
and/or  marketing  the  product  is  truthful 
and  nondeceptive. 

It  should  be  noted  that  the  purpose  of 
looking  at  the  legislative  history  of  a 
statute  is  to  illuminate  the  meaning  of 
the  statute  and  not  to  replace  the 
statutory  language  with  other  language. 
Section  502(b)(1)  of  the  act  specifies  that 
the  drug  product  label  must  bear  the 
name  and  place  of  business  of  the 
manufacturer,  packer,  or  distributor,  and 
section  502(a)  of  the  act  demands  that 
the  information  that  does  appear  on  the 
label  not  be  false  or  misleading.  It  is 
thus  clearly  insufficient  for  a  drug 
product  label  to  bear  the  name  of  a 
"responsible"  person  who  is  neither  the 
manufacturer,  packer,  or  distributor,  or 
to  bear  the  name  of  a  person  identified 
as  manufacturer  who  did  not,  in  fact, 
manufacture  the  labeled  product. 

Dictionary  Definition 

6.  A  comment  argued  that  the 
dictionary  dehnition  of  manufacturer 
that  was  cited  in  the  proposal  in  support 
of  the  proposed  action  (“to  make  into  a 
product  suitable  for  use”  from  Webster’s 
New  Collegiate  Dictionary)  does  not 
support  the  proposal.  The  comment 
asserted  that  a  person  makes  a  drug  into 
a  product  suitable  for  use  whether  the 
person  owns,  leases,  or  simply  uses  the 
plant  or  equipment  that  is  needed  in  the 
manufacturing  process.  Similarly,  the 
comment  argued  that  the  conditions  set 
forth  in  §  201.1(e)  (§  201.1(c)  as 
proposed)  under  which  a  person  who 
performs  the  §  201.1(b)  operations  can 
claim  to  be  manufacturer  are  not 
consistent  with  either  the  dictionary 
definition  or  the  common  and  usual 
understanding  of  the  word 
"manufacturer.”  Also,  the  comment 
asserted  that  the  dictionary  definition  is 
not  helpful  in  determining  what 
manufacturing  steps  are  important  in 
making  a  product  suitable  for  use  and 
that  the  definition  does  not  support  a 
regulatory  provision  requiring  that  every 
step  in  the  manufacturing  process  must 
be  done  by  a  single  person. 

The  comment  misunderstands  the  use 
to  which  the  dictionary  definition  was 
put  by  FDA.  The  agency  does  not  regard 
the  cited  definition  as  the  dehnitive 
statement  of  the  common  or  ordinary 
meaning  of  the  word  “manufacturer”  but 
rather  as  a  helpful  starting  point  in 
developing  a  definition.  The  dictionary 
definition  is  consistent  with  a  regulatory 
approach  that  insists  that  a  person  who 
claims  to  have  manufactured  a  product 
actually  take  part  in  performing  the 
steps  needed  to  produce  the  product. 


Federal  Trade  Commission  Precedents 

7.  Several  comments  contended  that 
the  Federal  Trade  Commission  (FTC) 
advisory  opinions  that  were  cited  in  the 
preamble  to  the  proposal  did  not  support 
the  proposed  definition  of  manufacturer. 
One  comment  said  the  FTC  citations 
demonstrated  that  it  was  possible  to 
have  more  than  one  manufacturer  of  a 
product,  and  that  it  was  not  necessary 
to  identify  each  manufacturer  to  satisfy 
section  502(b)(1)  of  the  act.  Another 
comment  said  there  was  no  indication 
that  the  FTC  would  require  that  the  firm 
claiming  to  be  manufacturer  perform  all 
manufacturing  operations  or  that  the 
FTC  would  require  the  firm  to  own  or 
lease  the  manufacturing  plant  and 
equipment.  Finally,  a  comment 
suggested  that  the  FTC  statements  were 
not  relevant  to  FDA  regulatory  concerns 
because  the  lay  consumers  served  by 
FTC  regulatory  action  are  less 
sophisticated  than  the  physicians  and 
pharmacists  who  are  the  “consumers”  of 
FDA-regulated  drug  products. 

FDA  agrees  that  the  proposed 
definition  of  manufacturer  was  a  good 
deal  less  flexible  than  the  definitions 
stated  or  implied  in  the  FTC  opinions. 
However,  FDA  believes  that  the  FTC 
advisory  opinions  on  who  may  truthfully 
be  represented  as  “manufacturer”  are 
consistent  with  the  approach  of  this 
final  rule.  A  common  thread  running 
through  the  FTC  opinions  and  this 
regulation  is  that  to  justify  a 
manufacturing  claim  a  person  must  take 
part  in  the  actual  production  of  the 
product  in  a  “substantial  and 
significant”  way.  The  two  agencies' 
approaches  are  also  similar  in  finding 
that  a  person  or  firm  who  supplies  a 
formula  or  specifications  to  a  contract 
packager  or  a  subcontractor,  but  who 
does  not  take  part  in  the  actual 
production  of  the  product,  is  not  the 
product’s  manufacturer. 

FDA  acknowledges  that,  unlike  its 
own  proposal,  the  FTC  opinions  cited  do 
not  define  the  conditions  for  determining 
whether  the  person  claiming  to  have 
performed  the  manufacturing  operations 
needed  to  make  a  product  has,  in  fact, 
performed  them.  Ilie  absence  of  these 
definitional  provisions  (including  the 
provisions  requiring  the  ownership  or 
leasing  of  plant  and  equipment)  may 
well  be  due  to  the  fact  that  the  cited 
opinions  were  not  called  upon  to 
address  the  kinds  of  labeling  practices 
sanctioned  by  the  “man-in-the-plant” 
policy. 

FDA  disagrees  with  the  observations 
that  FTC  opinions  are  irrelevant  to  FDA 
concerns  because  the  consumers  of 
FTC-regulated  products  are  less 
sophisticated  than  the  consumers  of 


drug  products.  First,  most  consumers  of 
drug  products,  including  prescription 
drug  products,  are  neither  physicians 
nor  pharmacists.  Secondly,  FDA  has  no 
reason  to  believe  that  physicians  and 
pharmacists  are  any  less  interested  than 
“lay  persons”  in  truthful,  nondeceptive 
information  about  drug  products. 

Several  pharmacist  professional  groups 
as  well  as  a  number  of  individual 
pharmacists  urged  the  adoption  of  the 
proposal.  Finally,  the  agency  does  not 
agree  that  the  dehnition  of  manufacturer 
should  be  any  different  for 
“sophisticated”  professionals  than  for 
other  persons. 

Authority 

8.  One  comment  contended  that  the 
“man-in-the-plant”  policy  was  primarily 
an  economic  issue  and  argued  that 
economic  issues  are  not  related  to 
FDA's  statutory  mandate  and.  therefore, 
are  not  proper  subjects  for  FDA 
regulatory  action. 

FDA  rejects  this  comment.  FDA  has 
the  responsibility  under  section  502  of 
the  act  to  ensure  that  the  information 
that  appears  on  drug  product  labels  and 
labeling  is  not  false  or  misleading.  This 
regulation,  which  is  intended  to  end  a 
consumer  deception,  proceeds  under 
paragraphs  (a)  and  (b)(1)  of  that  section. 
FDA  has  no  doubt  that  in  deHning  the 
meaning  of  manufacturer  for  purposes  of 
sections  502(a)  and  (b)(1)  of  the  act.  this 
regulation  serves  consumers  interest  in 
truthful  and  nonmisleading  information 
about  drug  products.  If  consumers' 
economic  interests  are  also  served  by 
less  deceptive  label  information,  that 
does  not  make  the  subject  matter  of  the 
rule  an  improper  subject  for  FDA 
regulatory  action. 

Meaning  of  “Joint  Manufacturer” 

9.  One  comment  criticized  the  concept 
of  “joint  manufacturer”  contending  that 
the  concept  is  unknown  at  retail  level  in 
American  commerce.  The  comment 
suggested  that  in  ordinary  usage  joint 
“indicates  fractional  equality  as  in  50/50 
ownership  of  a  home  by  a  married 
couple.”  ‘The  comment  concluded  that 
the  joint  manufacturer  designation 
would  mislead  consumers  by  suggesting 
equal  participation  by  all  persons 
identified  on  the  label. 

While  it  may  be  true  that  the  “joint 
manufacturer”  designation  suggests  to 
some  consumers  that  each  joint 
manufacturer  named  on  the  label 
participated  equally  in  the 
manufacturing  process,  the  agency 
believes  that,  in  general,  the  term  will  be 
correctly  understood  to  mean  that  the 
designated  persons  shared  in  the 
production  of  the  product  and  that  no 
single  person  performed  all  steps 
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necessary  to  produce  the  product.  If  a 
person  believes,  nevertheless,  that  the 
joint  manufacturing  designation  might 
mislead  consumers  as  to  the  roles  of  the 
“manufacturers”  named,  the  person  may 
elect  to  use  the  alternative  designations 
outlined  in  paragraph  2  above. 

Temporary  Shortage},'  in  Capacity 

10.  Several  comments  urged  that  the 
requirements  of  the  proposal  be  relaxed 
to  permit  a  person  to  claim  to  be  sole 
manufacturer  of  a  drug  product  when  a 
temporary  shortage  in  capacity  compels 
the  person  to  subcontract  the  production 
of  a  drug  product  ordinarily 
manufactured  exclusively  by  the  person. 

The  agency  believes  that  the  public 
has  the  right  to  be  assured  when  a 
person  claims  on  a  drug  product  label  to 
be  the  product’s  manufacturer,  that  the 
person  has,  in  fact  participated  in  the 
manufacture  of  the  product.  For  this 
reason  the  agency  does  not  believe  that 
it  can  “relax”  the  regulation  to  permit  a 
drug  company  to  state  or  imply  that  it 
has  manufactured  a  product  when  it  has 
not  performed  any  of  the  manufacturing 
operations  that  are  needed  to  produce 
the  product.  Of  course,  if  during  a  time 
of  temporary  shortage  in  capacity,  a  firm 
contracts  out  some  but  not  all  of  the 
operations  needed  to  produce  the 
product,  it  may  still  be  able  to  claim  to 
be  manufacturer  under  one  of  the 
alternatives  described  in  paragraph  2 
above. 

Unconventional  Dosage  Forms 

11.  A  comment  asserted  that  the 
proposal  failed  to  address  the  problems 
associated  with  the  labeling  for  products 
that,  although  regulated  as  drug 
products,  differ  significantly  from  the 
more  conventional  dosage  forms.  A 
comment  pointed  to  the  intrauterine 
contraceptive  (lUD)  as  an  example  of  a 
drug  product  having  an  other-than* 
conventional  dosage  form  for  which  the 
proposal,  it  claimed,  would  be 
inappropriate.  The  comment  noted  that 
of  the  10  listed  manufacturing  steps  in 

§  201.1(b],  the  first  8  do  not  apply  to  the 
manufacture  of  the  drug  lUD.  The 
comment  said  the  manufacture  of  the 
drug  lUD  involved  the  assembly  of 
several  structural  elements  supplied 
from  different  specialized  sources 
outside  of  the  drug  firm.  The  comment 
complained  that  although  the  drug  firm 
marketing  the  product  performed  the 
essential  culminating  assembly 
operations  and  assumed  responsibility 
for  the  product,  under  a  literal 
application  of  the  proposed  regulation,  if 
a  manufacturer  designation  were  made 
on  the  product  label,  “some  six  or 
seven”  separate  contractors  would  have 
to  be  listed  as  joint  manufacturers. 


FDA  does  not  agree  that  the  rule  fails 
to  address  the  problems  associated  with 
the  manufacture  of  unconventional 
dosage  forms.  The  prerequisite  for 
“finding”  the  manufacture  of  a  product 
is  determining  who  performed  the 
§  201.1(b)  operations  that  are  needed  to 
make  the  product.  The  agency  is  not 
aware  of  any  drug  product  whose 
manufacture  does  not  involve  at  least 
one  of  the  steps  listed  in  §  201.1(b). 
Therefore,  the  agency  doubts  there  is 
any  drug  product  that  cannot  be  labeled 
in  compliance  with  §  201.1. 

As  indicated  in  paragraph  41  below, 
this  regulation  is  not  intended  to 
regulate  the  label  of  drug  components. 
The  operations  listed  in  §  201.1(b)  refer 
to  steps  performed  in  the  preparation  of 
the  finished  dosage  form,  not  to  steps 
performed  in  making  the  components  of 
the  drug.  Therefore  the  fact  that  the 
structural  “elements”  referred  to  in  the 
comment  came  from  different 
specialized  sources  would  not  compel 
the  drug  firm  marketing  the  lUD  to 
acknowledge  the  suppliers  of  the 
structural  elements  as  joint 
manufacturers.  Rather,  the 
determination  of  who  could  claim  to  be 
manufacturer  would  be  based  on  the 
identity  of  the  person  or  persons  who 
performed  the  §  201.1(b)  steps  that  did 
apply  to  the  manufacture  of  the  Hnished 
dosage  form.  If,  in  the  case  raised  by  the 
comment,  the  marketing  drug  firm 
performed  all  the  listed  steps  that 
applied  to  the  manufacture  of  the  lUD 
(steps  9  and  10  according  to  the 
comment)  that  Hrm  could  claim  to  be 
sole  manufacturer  of  the  drug  product. 

Space  Limitations  on  Label 

12.  Several  comments  suggested  that 
in  some  circumstances  the  label  may  be 
too  small  to  accommodate  the  names  of 
several  joint  manufacturers.  One 
comment  suggested  that  the  proposal  be 
revised  to  indicate  which  of  several  joint 
manufacturers  should  be  included  on  the 
label  if  the  label  is  too  small  to  permit 
inclusion  of  all. 

Section  502(b)(1)  of  the  act  requires 
that  drug  labels  bear  the  name  and 
place  of  business  of  the  manufacturer, 
packer,  or  distributor.  While  the  agency 
does  have  authority  to  exempt  products 
packaged  in  small  containers  from 
certain  other  section  502  labeling 
requirements,  the  agency  has  no  such 
authority  with  respect  to  section 
502(b)(1)  of  the  act:  all  drug  product 
labels  must  bear  the  name  of  the 
manufacturer,  packer,  or  distributor. 
Therefore,  if  a  firm  chooses  to  meet  the 
section  502(b)(1)  requirements  by 
identifying  the  manufacturer  on  the 
label  (rather  than  the  packer  or 
distributor),  and  if  it  then  chooses  or  is 


obliged  by  the  terms  of  this  regulation  to 
adopt  the  joint  manufacturer 
designation,  the  agency  has  no  authority 
to  permit  the  deletion  from  the  label  of 
one  or  more  of  the  names  of  the  joint 
manufacturers. 

Drug  Product  Labeling 

13.  A  comment  stated  its  support  for 
the  aims  of  proposed  §  201.1,  but  urged 
that  the  regulation  require  that  drug 
product  labeling  (as  defined  in  section 
201(m)  of  the  act)  as  well  as  the  product 
label  bear  the  name  and  place  of 
business  of  the  manufacturer,  packer,  or 
distributor.  The  comment  contended 
that  consumers  generally  do  not  receive 
drug  products  in  the  original  container 
of  a  manufacturer  and,  therefore, 
generally  do  not  see  or  have  access  to 
its  label.  The  comment  suggested  that 
because  drug  product  information  is 
more  likely  to  reach  consumers  through 
advertising  or  package  inserts,  these 
should  also  contain  a  declaration  of  the 
name  and  place  of  business  of  the 
manufacturer,  packer,  or  distributor. 

The  agency  has  undertaken  several 
regulatory  initiatives  to  ensure  that 
prescription  drug  labeling  include  the 
same  information  about  the  name  and 
place  of  business  of  the  manufacturer, 
packer,  or  distributor  that  is  required 
under  section  502(b)(1)  of  the  act  and 
§  201.1  of  the  regulations  to  appear  on 
drug  product  labels.  Thus,  in  the 
regulation  revising  the  requirements  for 
the  content  and  format  of  prescription 
labeling  (published  in  the  Federal 
Register  of  June  26, 1979  (44  FR  37434)), 
the  agency  required  in  §  201.100(e)  that 
prescription  drug  labeling  bear 
conspicuously  the  name  and  place  of 
business  of  the  manufacturer,  packer,  or 
distributor,  as  required  for  the  label  of 
the  drug  under  §  201.1.  (The  effective 
date  of  §  201.100(e)  has  been  made  the 
same  as  this  regulation.  See  paragraph 
54  below.)  Similarly,  the  proposed  rule 
to  require  patient  labeling  for  most 
prescription  drugs  (published  in  the 
Federal  Register  of  July  6, 1979  (44  FR 
40016))  would  require  that  patient 
labeling  contain  the  name  and  place  of 
business  of  the  manufacturer,  packer, 
distributor,  or  dispenser  in  a  manner 
consistent  with  the  requirements  of 
§  201.1  of  the  regulations. 

The  agency  is  also  considering  the 
need  to  propose  that  over-the-counter 
(OTC)  drug  labeling  as  well  as 
advertising  of  prescription  drug  products 
bear  the  same  information  that  is 
required  under  section  502(b)(1)  of  the 
act  and  §  201.1  of  the  regulations  to 
appear  on  drug  labels.  The  agency  notes 
that  with  few  exceptions  OTC  labeling 
and  prescription  drug  advertising 
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already  contain  information  as  to  the 
manufacturer,  packer,  or  distributor. 

As  discussed,  this  regulation  does  not 
require  that  all  labeling  contain  the 
same  information  that  is  required  by 
section  502(b)(1)  of  the  act  and  §  201.1  of 
the  regulations  to  appear  on  drug  labels. 
However,  as  proposed  and  as  finalized 
herein  the  regulation  does  require,  if  a 
drug  firm  voluntarily  includes 
information  in  the  labeling  as  to  the 
manufacturer,  packer,  or  distributor, 
that  that  information  comply  with  the 
provisions  of  §  201.1(b)  et  seq.  The 
intent  of  the  regulation  to  subject 
labeling  to  the  provisions  that  govern 
drug  labels  is  made  plain  in  proposed 
§  201.1(b),  which  defines  manufacturer 
not  only  for  purposes  of  section  502(b)(1) 
of  the  act  (applying  solely  to  labels)  but 
also  for  purposes  of  section  502(a)  of  the 
act,  which  applies  to  all  labeling. 

Further  to  clarify  this  intent  a  new 
paragraph  (1)  has  been  added  stating 
that  a  drug  product  is  misbranded  if  its 
labeling  includes  information  as  to  the 
manufacturer,  packer,  or  distributor,  and 
that  information  does  not  comply  with 
the  provisions  of  §  201.1.  Labeling  as 
defined  in  the  act  (section  201(m))  and 
the  regulations  (21  CFR  202.1(1))  includes 
such  things  as  package  inserts, 
brochures,  booklets,  reference  works 
like  the  “Physicians  Desk  Reference" 
(PDR)  and  other  written,  printed  or 
graphic  matter  for  use  by  medical 
practitioners,  pharmacists  or  nurses, 
containing  drug  information  supplied  by 
the  manufacturer,  packer,  or  distributor 
of  the  drug  and  which  are  disseminated 
by  or  on  behalf  of  its  manufacturer, 
packer,  or  distributor. 

Type  Size 

14.  One  comment  suggested  that  the 
requirement  that  the  listing  of  joint 
manufacturers  be  printed  together  in  the 
same  type  size  and  style  be  revised  to 
permit  the  name  of  the  person  who 
would  customarily  respond  to  inquiries 
about  the  labeled  product  to  appear  in  a 
larger  type  size  and  to  be  more 
prominently  placed  on  the  label  than  the 
names  of  the  other  joint  manufacturers. 
The  comment  contended  that,  if  the 
names  of  all  joint  manufacturers  were 
printed  together  in  the  same  type  size 
and  style,  consumers  would  more  likely 
be  confused  as  to  the  proper  person  to 
contact  for  further  information  about  the 
product. 

Under  section  502(c)  of  the  act  and  the 
regulations  issued  pursuant  to  that 
section  (21  CFR  201.15),  the  agency  is 
required  to  ensure  that  words, 
statements,  and  other  information  that 
are  required  by  the  act  to  appear  on  the 
label  or  labeling  of  drugs  and  drug 
products  be  given  sufficient  prominence 


and  conspicuousness  as  to  render  it 
likely  that  the  information  will  be  read 
and  understood  by  the  ordinary  person 
under  customary  conditions  of  purchase 
and  use.  By  permitting  the  names  of 
joint  manufacturers  to  be  printed 
separately  and/or  in  different  type 
styles  and  sizes,  the  agency  believes 
that  it  becomes  more  likely  that  the  less 
prominently  displayed  name  will  not  be 
read.  Therefore,  the  agency  does  not 
believe  that  it  can  permit  the  names  of 
joint  manufacturers  to  appear  separately 
or  in  different  type  styles  or  sizes. 

While  the  regulation  does  not  permit 
the  names  of  joint  manufacturers  to 
appear  separately  or  in  different  type 
sizes  or  styles,  as  indicated  in  paragraph 
3  above,  the  agency  would  not  object  to 
a  statement  on  the  label  that  identifies 
which  of  the  persons  named  on  the  label 
should  be  contacted  for  further 
Information. 

Pharmacists  Responsibility 

15.  One  comment  expressed  overall 
support  for  the  proposal,  but  urged  that 
the  proposal  be  revised  to  clarify  the 
responsibilities  of  pharmacists  in 
labeling  prescription  drugs  at  the 
dispensing  level.  The  comment  noted 
that,  as  proposed,  §  201.1(a)  would  state 
that  a  drug  or  drug  product  is 
misbranded  under  sections  502(a)  and 
502(b)(1)  of  the  act  “if  its  label  does  not 
bear  conspicuously  the  name  and  place 
of  business  of  the  manufacturer,  packer, 
or  distributor.”  The  comment  argued 
that  this  provision,  as  applied  to  the 
labeling  responsibilities  of  pharmacists, 
would  be  inconsistent  with  section 
503(b)(2)  of  the  act  which,  among  other 
provisions,  exempts  prescription  drugs 
at  the  dispensing  level  from  section 
502(b)(1)  of  the  act.  The  comment 
asserted  that,  if  these  provisions  of  the 
proposal  were  read  literally,  the  failure 
of  a  pharmacist  to  include  information 
on  the  label  of  a  dispensed  prescription 
drug  as  to  the  manufacturer,  packer,  or 
distributor  would  result  in  misbranding 
the  drug  product  under  section  502(a)  of 
the  act.  To  prevent  that,  the  comment 
requested  that  the  proposal  be  revised 
to  state  that  §  201.1  does  not  apply  to 
any  drug  or  drug  product  dispensed  in 
compliance  with  section  503(b)(1)  of  the 
act. 

The  proposal  was  not  intended  to 
require  that  pharmacists  identify  the 
manufacturer,  packer,  or  distributor  on 
prescription  drug  product  labels 
dispensed  under  section  503(b)(1)  of  the 
act.  To  clarify  FDA’s  intent,  paragraph 
(a)  of  §  201.1  has  been  revised  to  state 
that  itjdoes  not  apply  to  any  drug  or 
drug  product  dispensed  in  accordance 
with  section  503(b)(1)  of  the  act.  Thus, 
there  is  no  affirmative  obligation  on 


pharmacists  to  identify  the 
manufacturer,  packer,  or  distributor  on 
the  labels  of  dispensing  containers. 
However,  this  does  not  mean  that  if  a 
pharmacist  voluntarily  makes  a 
representation  on  a  drug  or  drug  product 
label  as  to  the  manufacturer,  packer,  or 
distributor  that  the  other  sections  of  the 
regulation  would  not  apply.  To  the 
contrary,  if  the  label  of  a  prescription 
drug  product  dispensed  by  a  pharmacist 
does  contain  a  representation  as  to  the 
manufacturer,  packer,  or  distributor,  it 
must  comply  with  all  the  provisions  of 
§  201.1  of  the  regulations  regarding  the 
designation  of  the  manufacturer,  packer, 
or  distributor. 

Preliminary  Processes 

16.  One  comment  suggested  that  the 
listing  in  §  201.1(b)  of  drug 
manufacturing  operations  be  revised  to 
delete  references  to  the  operations  of 
mixing,  granulating,  milling,  and 
sterilizing  of  the  bulk  drug  substance. 
The  comment  claimed  that  these 
operations  should  be  deleted  because 
they  are  “preliminary  and  intermediate" 
steps  and  argued  that  designation  of  the 
person  who  performs  these  operations 
on  the  label  would  be  meaningless  and 
would  produce  confusing  and 
misleading  labels.  The  comment  gave 
the  following  reasons  for  this  judgment: 

a.  Virtually  all  raw  materials  undergo 
one  or  several  mixing  or  milling 
operations  between  the  time  they  are 
prepared  as  a  chemical  entity  and  their 
eventual  use  as  an  ingredient  in  a  drug 
product. 

b.  While  the  preliminary  or 
intermediate  operations  may  affect  the 
quality  of  some  dosage  forms, 
subsequent  events  in  production  have 
an  overriding  effect  on  the  quality  of  the 
final  dosage  form.  It  is  then  not  relevant 
whether  these  operations  are  performed 
on  the  raw  material.  This  is  especially 
true  because  in  most  cases,  the  ultimate 
manufacturer  verifies  that  the  raw 
materials  meet  the  required 
characteristics. 

c.  Similarly,  while  the  sterilization  of 
the  bulk  drug  affects  the  quality  of  the 
dosage  form,  the  subsequent  placing  of 
ingredients  in  the  final  dosage  form  is 
the  critical  operation  which  will 
determine  the  quality  of  the  product 
reaching  the  consumer. 

The  comment  contended  that  the 
critical  operations  are  the  formulation 
and  placement  of  ingredients  in  the  final 
dosage  form  and  stated  that  it  was  not 
in  the  public  interest  to  identify  the 
person  or  persons  performing  the 
preliminary  or  intermediate  operations. 

As  explained  in  paragraph  41  below, 
the  agency  did  not  intend  for  bulk  drug 
substances  or  components  to  be  labeled 
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in  conformity  with  the  provisions 
determining  who  could  properly  claim  to 
be  manufacturer  of  a  drug  product.  The 
steps  that  are  listed  in  §  201.1(b]  pertain 
to  the  production  of  finished  dosage 
forms  and  not  to  the  manufacture  of 
drug  components.  Therefore,  the  person 
or  persons  who  perform  mixing,  milling, 
granulating,  or  sterilizing  operations  in 
preparing  drug  components  need  not  be 
identified  on  the  label  of  products  that 
incorporate  the  components  as 
ingredients.  Of  course,  once  drug 
components  have  been  fabricated  and 
are  being  used  as  ingredients  in  the 
preparation  of  a  finished  dosage  form, 
the  agency  believes  that  the  consumer 
should  be  told  who  is  mixing,  milling, 
granulating,  or  sterilizing  the  ingredients 
in  manufacturing  the  finished  dosage 
form.  The  performance  of  these 
operations  at  that  stage  of  production  of 
the  finished  dosage  form  is  crucial  to  the 
overall  quality  of  the  finished  dosage 
form.  For  purposes  of  §  201.1,  the 
definition  of  drug  components  is  the 
same  as  that  given  in  the  regulations 
describing  current  good  manufacturing 
practices  for  drug  products; 

"*  *  *  [A]ny  ingredients  intended  for 
use  in  the  manufacture  of  a  drug 
product,  including  those  that  may  not 
appear  in  such  drug  product.”  (21  CFR 
210.3(b)(3)). 

Drug  Products  Manufactured  at  More 
Than  One  Site 

17.  One  comment  claimed  that  the 
proposal  does  not  recognize  the 
problems  posed  for  the  “supervisory 
manufacturer"  when  a  particular  drug, 
although  manufactured  completely  at 
two  or  more  sites,  is  subject  to  the 
quality  assurance,  technological  design, 
and  process  development  of  the 
“supervisory  manufacturer.”  The 
comment  contended  that  under  the 
proposal,  if  a  drug  product  is 
manufactured  for  the  “supervisory 
manufacturer”  at  different  sites,  a 
different  label  would  be  required  for  the 
product  at  each  site.  The  comment 
concluded  that  this  result  would  be 
unnecessarily  costly  and  confusing  and 
there  would  be  a  greater  probability  of 
mislabeling  through  manufacturer 
mistake.  Another  comment  suggested 
that  when  a  marketing  firm  has  a 
product  made  for  it  by  two 
subcontractors  (Firms  A  and  B  for 
example)  it  should  be  permitted  to  label 
the  product  “Manufactured  by  Firm  A  or 
Firm  B.  ” 

One  purpose  of  this  regulation  is  to 
end  the  deception  involved  in 
designating  on  a  drug  product  label  a 
person  as  a  manufacturer  of  the  product 
who  is  not,  as  the  word  is  commonly 
and  usually  understood,  the 
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manufacturer  of  the  product. 
Manufacturer  is  defined  in  terms  of  the 
performance  of  certain  significant 
manufacturing  operations.  If  the 
“supervisory  manufacturer”  described  in 
the  comment  fails  to  perform  any  of  the 
significant  operations  applicable,  it 
cannot  claim  to  be  manufacturer  under 
this  regulation  in  any  circumstance. 

The  agency  appreciates  that  there 
may  be  additional  problems  associated 
with  compliance  with  the  revised  policy 
for  a  firm  distributing  a  product 
manufactured  at  two  or  more  sites. 
However,  as  discussed  in  paragraph  4 
above,  the  agency  does  not  believe  a 
firm  involved  in  the  design  and  quality 
assurance  of  a  product  that  it  does  not 
manufacture  can  truthfully  claim  to  be 
the  manufacturer  of  the  product.  If  the 
problems  that  the  comment  identified 
cannot  be  eliminated  through  skillful 
administrative  responses,  the  agency 
believes  they  must  be  viewed  as  the 
unavoidable  costs  of  a  policy  that 
demands  that  drug  products  be 
truthfully  and  nondeceptively  labeled. 

FDA  does  not  believe  that  it  can 
permit  the  identification  on  product 
labels  of  the  manufacturer  through  the 
use  of  a  phrase  like  “Manufactured  by 
Firm  A  or  Firm  B.”  The  agency  believes 
that  such  a  phrase  would  leave 
consumers  uncertain  as  to  who 
manufactured  the  product  and  that  this 
uncertainty  would  render  the  label 
misleading  under  section  502(a)  of  the 
act. 

Finally,  the  agency  does  not  agree  that 
compliance  with  the  regulation  will  be 
confusing  to  the  consumers  of  the 
affected  drug  products.  Rather,  the 
agency  is  convinced  that  more  truthful 
and  less  deceptive  labels  on  drug 
products  should  reduce  and  not  increase 
consumer  confusion. 

Conditions  Under  Which  a  Person  Can 
Claim  To  Be  Manufacturer 

Full-Time  Employment 

18.  One  comment  objected  to  the 
provision  in  §  201.1(e)(1)  (§  201.1(c)(1)  as 
proposed)  that  would  condition  a 
person's  claim  to  have  performed  the 
manufacturing  steps  listed  in  §  201.1(b) 
on  a  showing  that  the  majority  of  the 
individuals  performing  the  §  201.1(b) 
manufacturing  operations  were 
permanent  full-time  employees  of  the 
person.  The  comment  claimed  that  this 
requirement  wrongly  prevented  a  person 
who  employed  a  majority  of 
manufacturing  personnel  on  a 
permanent  part-time  basis  or  on  a 
nonpermanent  full-  or  part-time  basis 
from  claiming  to  be  manufacturer.  The 
comment  noted  that  permanent  part- 
time  and  nonpermanent  full-time  hiring 


is  used  when  seasonal  products  such  as 
special  bath  oils  and  hand  creams  are 
manufactured  for  a  limited  time  before  a 
holiday  or  season.  The  comments  stated 
that  such  hiring  practices  might  also  be 
used  in  the  production  of  small  volume 
products  with  a  long  shelf-life  for  which 
production  may  be  run  only  once  a  year. 

The  conditions  set  forth  in  §  201.1(e) 
are  intended  to  ensure  that  a  person 
who  is  represented  on  the  label  of  a 
drug  product  as  its  manufacturer 
performs  the  required  manufacturing 
operations  under  conditions  that 
consumers  would  consider  to  qualify  the 
person  as  its  manufacturer.  The  agency 
agrees  that  employment  by  a  person 
claiming  to  be  manufacturer  of  more 
than  half  of  the  work  force  on  a 
permanent  full-time  basis  is  not 
commonly  understood  to  be  a  crucial 
condition  determining  that  person’s 
status  as  a  manufacturer.  Section 
201.1(e)(1)  is  revised  accordingly. 

19.  A  comment  suggested  that 
§  201.1(e)  was  too  specific  and  should  be 
deleted.  The  comment  argued  that  the 
intent  of  the  manufacturer  in  regard  to 
its  personnel  operations  and  the  owning 
and  leasing  of  equipment  used  in  the 
manufacturing  process  should  be  the 
controlling  criteria  in  determining  who 
had  performed  the  applicable  §  201.1(b) 
operations.  The  comment  stated  that 
under  the  proposed  requirements  it 
would  be  possible  for  a  person  to 
perform  all  manufacturing  operations 
and  still  be  unable  to  claim  to  be  the 
drug  product's  manufacturer.  The 
comment  suggested  that  if,  for  example, 
an  incorporated  subsidiary  performed 
all  the  manufacturing  operations  on  a 
drug  product  in  a  plant  owned  or  leased 
by  a  separately  incorporated  parent 
company,  neither  the  subsidiary  nor  the 
parent  could  claim  to  be  the  product’s 
manufacturer.  The  comment  claimed 
that  this  result  would  be  inconsistent 
with  the  agency’s  intent  to  end 
consumer  deception. 

The  agency  does  not  believe  that  the 
provisions  of  §  201.1(e)  (§  201.1(c)  as 
proposed)  are  too  specific  or  that  the 
intent  of  the  person  claiming  to  be 
manufacturer  should  determine  the 
validity  of  the  claim.  The  conditions  set 
forth  in  §  201.1(e)  are  based  on  the 
observation  that  a  manufacturer  is 
commonly  understood  to  be  a  person 
who  has  a  significant  involvement  with 
and  control  over  the  employees,  plant, 
and  equipment  that  are  needed  in  the 
manufacturing  process.  To  the  extent 
that  the  conditions  set  forth  in  that 
section  are  specific,  that  specificity  is 
necessary  in  the  agency’s  opinion  to 
ensure  that  the  person  claiming  to  be 
manufacturer  has  performed  the 
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applicable  manufacturing  operations 
under  conditions  that  consumers  would 
consider  to  qualify  the  person  as 
manufacturer. 

As  the  comment  claims,  if  an 
incorporated  subsidiary  performed  all 
the  applicable  operations  in  the 
manufacture  of  a  product  in  a  plant 
owned  or  leased  by  a  separately 
incorporated  parent  company,  neither 
subsidiary  nor  parent  could  represent 
itself  on  the  label  of  the  product  as  the 
product’s  manufacturer.  While  this 
result  may  seem  somewhat  anomalous, 
the  result  may  be  more  a  theoretical 
possibility  than  an  actual  consequence 
of  the  final  regulation.  However,  if  a 
situation  arises  in  which  it  is  impossible 
for  either  a  parent  company  or 
separately  incorporated  subsidiary  to 
claim  to  be  manufacturer,  the  agency 
will  carefully  consider  a  request  for 
waiver  from  the  relevant  provisions  of 
§  201.1(e). 

20.  A  comment  recommended  that 
§  201.1(e)  (§  201.1(c)  as  proposed)  be 
revised  to  allow  a  lessee  who  enters  into 
a  flat  fee  lease  agreement  with  a 
subcontractor  to  claim  to  be 
manufacturer  of  products  produced 
during  the  term  of  the  lease.  The 
comment  noted  that  §  201.1(e)  would 
prevent  a  person  from  claiming  to  be 
manufacturer  on  occasions  when  the 
facility  and  employees  are  leased  on  a 
flat  fee  basis,  in  which  employees  are 
under  the  direct  control  of  the  lessee  but 
are  not  considered  full-time  employees 
of  the  lessee.  The  comment  urged  that 
the  proposal  be  revised  to  state  that 
lessees  in  such  situations  would  be 
considered  manufacturers. 

FDA  rejects  the  comment.  The  agency 
believes  that  the  conditions  set  forth  in 
§  201.1(e)  for  determining  whether  a 
person  performs  an  operation  listed  in 
§  201.1(b)  must  include  a  requirement 
that  the  employees  performing  the 
applicable  manufacturing  operations  are 
employees  of  the  person  identified  on 
the  label  as  the  manufacturer  of  the  drug 
product.  Central  to  the  common  and 
usual  meaning  of  manufacturer  is  the 
notion  that  the  employees  responsible 
for  producing  the  product  are  employees 
in  fact  of  the  manufacturer.  A  lessee 
who  enters  into  a  flat  fee  lease 
agreement  in  a  situation  like  the  one 
described  in  the  comment  cannot 
reasonably  be  considered  employer  of 
the  individuals  working  in  the  plant. 

21.  A  comment  asked  for  clarification 
of  §  201.1(e)  (2)  and  (3)  (§  201.1(c)  (2) 
and  (3)  as  proposed).  The  comment 
asked  whether  under  these  provisions  it 
would  be  sufficient  for  a  distributor  who 
wished  to  be  considered  manufacturer 
to  lease  that  portion  of  the  plant  and 
equipment  needed  to  manufacture  the 


labeled  product  during  the  time  that  the 
product  is  being  produced,  or  if  the 
distributor  would  be  required  to  lease 
the  entire  facilities  for  a  full  12  months. 

The  agency  advises  that  to  justify  the 
claim  to  have  performed  a  §  201.1(b) 
operation,  the  conditions  set  forth  in 
§  201.1(e)  must  apply  for  the  entire 
period  required  to  perform  the 
applicable  operations.  The  specific  . 
terms  of  §  201.1(e)  do  not  demand  that 
the  person  who  is  identified  as 
manufacturer  own  or  lease  the 
manufacturing  premises  for  12  months  or 
for  any  other  specific  period.  However, 
it  should  be  noted  that  two  aspects  of 
this  regulation  that  relate  to  the  drug 
listing  and  registration  regulations  have 
the  effect  of  requiring  in  most 
circumstances  that  the  person  whose 
name  is  represented  on  the  label  as 
manufacturer  continuously  own  or  lease 
the  premises  used  in  the  manufacturing 
process  for  at  least  6  months.  Section 
201.1(f)  (§  201.1(d)  as  proposed)  provides 
that  the  name  of  the  manufacturer  under 
§  201.1  must  be  the  same  as  the  firm 
name  of  the  establishment  (as  defined  in 
§  207.3(b))  at  which  the  operations  listed 
in  §  201.1(b)  were  performed  when  the 
product  was  produced.  Additionally,  as 
amended  in  (his  final  rule,  §  207.26 
requires  that  a  change  in  a  registered 
establishment’s  firm  name  within  6 
months  of  the  registration  of  the 
establishment  be  supported  by  a 
statement  signed  by  the  establishment’s 
owner  or  operator  that  the  change  was 
not  made  for  the  purpose  of  changing 
the  name  of  the  manufacturer  of  a  drug 
product  under  §  201.1  of  the  regulations. 
The  effect  of  these  provisions  together 
with  §  201.1(e)(2)  is  to  ensure  that  no 
person  can  claim  to  have  performed  a 
§  201.1(b)  manufacturing  operation 
unless  the  plant  at  which  the 
manufacturing  operations  were 
performed  was  registered  in  the  person’s 
name  and  to  require  that  the  person 
continuously  own  or  lease  the  plant  for 
at  least  6  months. 

Separately  Incorporated  Subsidiary 

22.  A  number  of  comments  objected  to 
the  provision  in  §  201.1(g)  (§  201.1(e)  as 
proposed)  which  stated  that  the 
requirement  for  declaration  of  the 
manufacturer,  packer,  or  distributor  can 
only  be  satisfied  by  the  actual  corporate 
name  (qualified  at  the  option  of  the 
labeler  by  the  name  of  the  particular 
division  of  the  identified  corporation) 
and  which  prohibits  a  separately 
incorporated  subsidiary  from  using  the 
name  of  its  parent  company.  A  comment 
suggested  that  no  regulatory  problem 
could  be  attributed  to  the  use  of  the 
parent’s  rather  than  the  subsidiary’s 
name  and  argued  furthermore  that  in 


many  cases  it  would  be  of  more 
informational  value  to  consumers  to  use 
the  more  familiar  name  of  the  parent 
company  rather  than  the  name  of  the 
subsidiary.  Several  comments  observed 
that  there  are  many  sound  business 
reasons  for  a  company  to  incorporate  a 
plant  as  a  separate  subsidiary  rather 
than  operate  it  as  a  division.  Finally,  one 
comment  asked  for  a  “grandfather” 
exemption  from  §  201.1(g)  for  those 
products  that  have  become  associated  in 
the  public’s  mind  with  the  names  of 
particular  subsidiaries,  divisions,  or 
parent  companies. 

As  stated  in  the  preamble  to  the 
proposed  rule  (43  FR  45617),  the  agency 
regards  the  separately  incorporated 
company  as  a  separate  “person”  within 
the  meaning  of  section  201(e)  of  the  act. 
Therefore,  the  agency  believes  that 
representing  the  parent  company  as  the 
manufacturer,  packer,  or  distributor 
rather  than  the  separately  incorporated 
subsidiary,  when  the  subsidiary  is  the 
actual  manufacturer,  packer,  or 
distributor,  would  not  satisfy  section 
502(b)(1)  of  the  act  or  §  201.1  of  the 
regulations. 

That  the  decision  to  separately 
incorporate  a  plant  rather  than  to 
operate  it  as  a  division  of  the  parent 
company  may  be  taken  for  the  soundest 
economic  reasons  is  not  relevant  to  a 
determination  of  the  legal  status  of  the 
plant  or  parent  company  for  purposes  of 
section  502(b)(1)  of  the  act  and  §  201.1  of 
the  regulations.  Once  a  plant  is 
separately  incorporated  it  becomes  a 
separate  person  for  purposes  of  section 
502(b)(1)  of  the  act  regardless  of  the 
factors  that  led  to  the  decision  to 
separately  incorporate. 

FDA  does  not  believe  that  a 
grandfather  provision  exempting  certain 
products  from  §  201.1(g)  is  warranted. 
The  agency  understands  that  the 
practice  of  some  drug  companies  to 
identify  the  parent  company  as  the 
manufacturer,  packer,  or  distributor 
instead  of  a  separately  incorporated 
subsidiary  may  have  led  consumers  to 
associate  particular  drug  products  with 
the  name  of  a  parent  company  rather 
than  with  the  name  of  the  actual 
manufacturer.  The  consumer  confusion 
that  may  result  from  this  practice  is  not 
a  persuasive  argument  in  favor  of  the 
agency  continuing  to  sanction  the 
practice. 

23.  One  comment  objected  to  the 
provision  in  §  201.1(g)  (§  201.1(e)  as 
proposed)  which  would  only  permit  the 
declaration  of  the  actual  corporate  name 
contending  that  a  manufacturer  should 
be  allowed  the  option  to  use 
individually  or  in  combination  the 
names  of  the  parent  company, 
subsidiary,  affiliate,  and  division. 
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Another  comment  urged  that  §  201.1(g) 
be  revised  to  permit  a  subsidiary  to 
identify  not  only  its  name  on  the  drug 
product  label  but  also  the  name  of  its 
parent  company.  The  comment 
suggested  that  the  presence  of  both 
names  when  appropriately  qualiHed 
would  not  mislead  or  confuse  the 
consumer.  As  mentioned  in  the  previous 
response,'  the  requirement  that  the  label 
of  a  dn>3  or  drug  product  bear  the  name 
of  the  manufacturer,  packer,  or 
distributor  can  only  be  satisfied  by  the 
actual  corporate  name  which  in  the  case 
of  a  separately  incorporated  subsidiary 
would  be  the  subsidiary’s  name. 
However,  the  agency  agrees  that  the 
identification  of  the  parent  company  on 
drug  product  labels  in  conjunction  with 
the  name  of  a  separately  incorporated 
subsidiary  should  be  permitted  at  the 
option  of  the  firm.  Section  201.1(g) 

(§  201.1(e)  as  proposed)  has  been 
revised  accordingly. 

IdentiFication  of  Distributor 
Section  201.1(h)  (201.1(f)  As  Proposed) 

24.  As  proposed,  this  section  would 
prohibit  the  identification  on  drug  labels 
of  anyone  other  than  the  manufacturer, 
packer,  or  distributor.  This  section  also 
states  that  the  appearance  on  a  label  of 
a  person's  name  without  qualification  is 
deemed  to  be  a  representation  that  the 
person  is  the  sole  manufacturer  of  the 
product.  The  proposed  section  also 
prescribes  phrases  to  be  used  in 
identifying  a  packer  or  distributor. 

Under  the  proposal  if  a  packer  were 
identibed,  its  name  would  be  qualified 

by  the  phrase  “Packed  by - .” 

Similarly,  if  a  distributor  were 
identified,  its  name  would  be  qualiHed 
by  the  phrase  “Distributed  by - .” 

25.  A  number  of  comments 
complained  that  as  proposed  the 
regulation  would  prevent  truthful 
disclosure  of  information  relating  to  the 
source  and  distribution  of  drug  products. 
The  comments  disagreed  with  the 
contention  in  the  preamble  to  the 
proposal  that  the  use  of  a  phrase  such  as 

“Manufactured  for - ’’  to  identify  a 

distributer  would  mislead  because  the 
consumer  who  did  not  closely  examine 
the  label  might  easily  misread  it  and 
assume  the  person  named  was  the 
manufacturer  of  the  product.  A  comment 
suggested  that  there  was  no  evidence  of 
consumer  deception  to  support  the 
prohibition  against  use  of  this  phrase. 
Another  comment  noted  that  if 
consumers  misread  “Manufactured  for 

- ”  as  “Manufactured  by - "  it 

would  be  unlikely  that  “Distributed  by 

- ”  would  signify  tn  consumers  that 

the  product  was  not  manufactured  by 
the  company  distributing  the  drug 


product.  Another  comment  urged  that 
truthful  and  nondeceptive  alternatives 

to  “Packed  by - ”  and  “Distributed 

by - ”  should  be  allowed.  The 

comment  suggested  that  acceptable 
phrasing  should  not  be  defined  in 
advance  as  companies  would  still  be 
subject  to  misbranding  provisions  if  the 
language  were  misleading. 

The  agency  agrees  that  a  distributor 
should  have  the  option  to  identify  itself 
using  the  phrase  “Manufactured  for 

- ”.  Section  201.1(h)  has  been 

revised  accordingly. 

The  agency  does  not  agree  that 
acceptable  phrasing  to  identify  the 
distributor  should  not  be  defined  in 
advance  but  rather  should  be  regulated 
after  the  fact  on  a  case-by-case  basis. 
The  agency  believes  that  for  the  efficient 
enforcement  of  the  act  it  is  necessary 
that  the  regulated  industry  be  apprised 
of  the  criteria  under  which  drug  product 
labeling  will  be  in  compliance  with 
sections  502(a)  and  502(b)(1)  of  the  act. 
By  specifically  identifying  what 
qualifying  phrases  are  permissible, 

§  201.1(h)  provides  a  precise  statement 
of  those  criteria.  The  provision  should 
be  useful  to  both  FDA  and  industry  in 
determining  compliance  with  the  act. 

“Manufactured  for  (Firm  A)  by  (Firm 
B)" 

26.  One  comment  noted  that  the 
statutes  of  several  States  require  the 
identification  of  both  the  manufacturer 
and  distributor  on  the  label  of 
prescription  drug  products.  The 
comment  suggested  that  the  phrase 
adopted  by  some  drug  firms  marketing 
products  made  by  others  to  identify  both 
the  manufacturer  and  distributor — 

“Manufactured  for - by - ” — 

is  a  nondeceptive  way  to  comply  with 
the  State  law  requirements  and  at  the 
same  time  identify  the  distributor. 

The  agency  agrees  that  distributors 
should  at  their  option  be  permitted  to 
adopt  the  phrase  “Manufactured  for 

- by - Section  201.1(h)  has 

been  revised  accordingly. 

Distributor 

27.  One  comment  urged  that  §  201.1(h) 
be  revised  to  permit  a  distributor  to 
identify  itself  by  stating  and  fully 
spelling  out  the  word  “distributor”. 
Another  comment  recommended  that  a 
distributor  be  allowed  to  identify  itself 

using  the  phrase  “Marketed  by - .” 

The  comments  suggested  that  the  use  of 
these  words  to  identify  a  person 
unambiguously  tells  consumers  that  the 
person  identified  sells  but  does  not 
manufacture  the  product. 

The  agency  agrees  and  has  revised 
§  201.1(h)  to  make  “Distributor”  and 


“Marketed  by”  permissible  options  in 
identifying  the  distributor  of  the  product. 

Definition  of  Packer  and  Distributor 

28.  One  comment  asked  that  “packer” 
and  “distributor”  be  defined  to  give 
guidance  to  companies  that  both  pack 
and  distribute  drug  products. 

The  agency  does  not  believe  that  the 
distinction  between  “packer”  and 
“distributor”  for  purposes  of  section 
502(b)(1)  of  the  act  has  presented  a 
regulatory  problem.  Because  these 
terms,  like  the  term  “manufacturer,”  are 
not  defined  in  section  502(b)(1)  of  the 
act,  the  agency  believes  that  they  should 
be  given  their  common  and  usual 
meaning.  The  dictionary  definition  of 
these  two  terms  is  helpful  in 
establishing  an  adequate  basis  to 
distinguish  the  two  terms.  Namely,  a 
distributor  is  one  “that  markets  a 
commodity,”  and  a  packer  is  one  that 
“packages  goods  for  shipment.”  Of 
course,  when  a  company  both  packs  and 
distributes  a  drug  product,  it  may  at  its 
option  identify  itself  as  a  packer  or 
distributor  or  as  both  packer  and 
distributor. 

29.  A  comment  asked  that  the 

proposal  be  revised  to  permit  a  packer 
to  be  identified  by  the  phrase  “Packaged 
by - .” 

The  agency  agrees  with  the  comment 
and  has  revised  the  regulation 
accordingly. 

“Manufactured  by  (Firm  A)  to  the 
Specifications  of  (Firm  B)” 

30.  Several  comments  noted  that  the 
proposal  would  prohibit  the  use  of  the 

phrase  “Manufactured  by - to  the 

Specifications  of - ”.  One  comment 

conceded  that  a  prohibition  would  be 
appropriate  if  the  distributing  firm’s 
specifications  were  no  more  stringent 
than  other  firms  also  distributing  the 
product.  However,  the  comment  insisted 
that  the  phrase  should  be  allowed  when 
(1)  the  written  specifications  are  in  fact 
more  demanding  than  those  generally 
applied  to  equiyalent  drug  products 
when  manufactured  for  other 
distributors,  and  (2)  when  the 
manufacturer  and  distributor  are  both 
clearly  identifed  on  the  label  of  the  drug 
product.  A  comment  argued  that  to 
prohibit  the  use  of  labels  that 
specifically  name  the  manufacturer  and 
additionally  convey  truthful  and  honest 
information  about  the  distributor’s 
speciflcations  would  raise  serious 
constitutional  problems. 

FDA  rejects  these  comments.  While 
the  agency  is  no  longer  prepared  to 
argue  (as  it  did  in  the  preamble  to  the 
proposal)  that  phrases  such  as 

“Manufactured  for - to  the 

Specifications  of - ”  and 
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“Manufactured  to  the  Specifications  of 

- ”  are  any  more  likely  to  mislead  a 

consumer  as  to  the  identity  of  the 
manufacturer  than  the  phrases 
permitted  by  the  final  regulation,  the 
agency  believes  that  these  phrases  can 
be  misleading  in  suggesting  that  a 
product  made  to  one  distributor’s 
specifications  is  superior  in  quality  to 
equivalent  products  marketed  by  other 
firms.  As  noted  in  the  proposed  rule  on 
therapeutically  equivalent  drug 
products,  "Except  for  identified 
problems  of  bioinequivalence,  FDA  is 
not  aVvare  that  any  therapeutically 
significant  differences  currently  exist 
among  pharmaceutically  equivalent  drug 
products  which  result  from  differences 
between  public  compendial  (or 
antibiotic)  standards  and  higher  internal 
standards  of  manufacturers."  FDA  thus 
believes  that  even  when  the  written 
specifications  for  a  product  are  more 
demanding  than  those  of  generically 
equivalent  products,  the  differences  in 
specifications  do  not  ordinarily  produce 
a  difference  in  product  quality.  Because 
the  phrases  cited  in  the  comment  have 
the  potential  to  mislead  consumers  to 
believe  that  a  product  made  to  the 
specifications  of  one  distributor  is 
superior  to  equivalent  products,  the 
agency  concludes  that  these  phrases 
should  not  be  allowed. 

31.  One  comment  asked  for 
clarification  of  the  provision  in 

§  201.1(h)  (§  201.1(f)  as  proposed)  which 
states  that  “No  person  except  the 
manufacturer,  packer,  or  distributor  may 
be  identified  on  the  label  of  a  drug  cr 
drug  product”.  The  comment  stated  its 
assumption  that  any  one,  or  any 
combination  of  these  three  persons,  may 
appear  on  the  label.  The  comment  noted 
that  many  States  currently  require 
identification  on  a  drug  product  label  of 
both  the  manufacturer  and  distributor,  if 
the  product  is  distributed  by  a  person 
other  than  the  manufacturer. 

The  applicable  statute  (section 
502(b)(l]  of  the  act)  and  regulation  (21 
CFR  201.1),  while  requiring  the 
identification  of  the  manufacturer, 
packer,  or  distributor,  do  not  prohibit  a 
firm  from  identifying  any  two  or  all 
three  of  these  persons  on  the  same  drug 
label. 

"Innovators  and  Developers" 

32.  Several  comments  urged  that  the 
regulation  allow  the  product  label  to 
bear  the  name  of  the  innovator  or 
developer  identified  as  such.  The 
comments  contended  that  while  usually 
a  product’s  developer  (or  innovator) 
would  also  be  the  product’s  distributor 
(even  if  not  the  product’s  manufacturer), 
to  identify  the  developer  as  a  distributor 


would  not  fully  disclose  the  extent  of 
that  person’s  contribution. 

Although  the  agency  recognizes  the 
valuable  contribution  that  a  product 
developer  (or  innovator)  makes,  and 
agreps  that  a  distributor  identification  of 
a  developer  may  be  somewhat 
inadequate,  it  believes  that  to  permit  a 
developer  to  be  identified  as  such  on  the 
product  label  would  detract  from  the 
prominence  and  conspicuousness  that 
must  under  section  520(c)  of  the  act  be 
accorded  words  and  statements  that  are 
required  to  appear  on  the  label 
(including  statements  required  to  appear 
under  section  502(b)(1)  of  the  act). 
Therefore,  the  agency  rejects  these 
comments. 

33.  One  comment  stated  that 

§  201.1(h)  (§  201.1(f)  as  proposed)  is 
deficient  in  that  it  allows  the 
identification  of  the  manufacturer  with 
the  option  to  omit  the  name  of  the 
packager  or  distributor  who  actually 
delivers  the  product  into  interstate 
commerce.  The  comment  contended  that 
if  a  manufacturer  produces  a  product  for 
several  distributors  who  are  not 
identified  on  the  product  label,  in  the 
event  of  a  recall  or  mislabeling,  it  might 
be  impossible  to  ascertain  who  was 
responsible  for  the  product. 

This  comment  incorrectly  assumes 
that  the  agency  has  the  authority  to 
require  the  distributor  or  packer  to  be 
identified  on  the  drug  product  label.  No 
statutory  provision  gives  the  agency 
such  authority.  What  is  required  under 
the  Federal  law  is  that  the  drug  product 
label  bear  the  name  of  the  manufacturer, 
packer,  or  distributor.  The  choice  of 
which  of  these  persons  or  which 
combination  of  these  persons  are  to  be 
identified  is  left  to  the  labeler  of  the 
product  and  to  the  requirements  of  State 
law. 

Even  without  the  authority  to  require 
that  a  drug  product  label  identify  the 
person  who  is  directly  responsible  for 
introducing  the  product  into  interstate 
commerce,  the  agency  believes  that 
there  are  adequate  mechanisms  to 
determine  who,  in  fact,  was  so 
responsible  and  thus  to  trace  products 
that  are  subject  to  a  recall  or  to  an 
action  to  correct  a  misbranding. 

Abbreviations 

34.  One  comment  urged  that  §  201.1(h) 
(§  201.1(f)  as  proposed)  be  revised  to 
permit  a  label  to  contain  abbreviations 
of  the  phrases  used  to  identify  the 
packer  and  distributor.  The  comment 
stated  that  the  use  of  an  abbreviation, 
such  as  “Dist,”,  adequately  informs 
consumers  that  the  named  person  is  not 
the  manufacturer.  A  comment  stated 
further  that  the  failure  to  give  any  facts 
to  support  the  belief  that  the  use  of 


abbreviations  is  misleading  is  itself 
grounds  to  invalidate  the  provision 
under  Almay,  Inc.  v.  Califano,  569  F.2d 
674,  682  (D.C.  Cir.,  1977). 

The  agency  agrees  that  abbreviations 
should  be  permitted  of  those  phrases 
that  §  201.1(h)  allows  in  identifying  the 
distributor  and  packer.  Such 
abbreviations,  of  course,  should  be  clear 
and  unambiguous. 

Trademark 

35.  Several  comments  noted  that 

§  201.1(h)  (§  201.1(f)  as  proposed)  would 
limit  the  persons  identified  on  the  drug 
product  label  to  the  manufacturer, 
packer,  or  distributor  of  the  drug 
product.  The  comments  urged  that  the 
owner  of  a  trademark  who  licenses  the 
trademark  to  another  company  should 
also  be  allowed  to  be  identified  on  the 
label  as  the  owner  of  the  trademark.  The 
comments  argued  that  identification  of 
the  licensor  of  the  trademark  on  the 
label  is  regarded  as  good  trademark 
practice.  One  comment  stated  that  a 
recent  Canadian  court  decision  held  that 
a  trademark  owner  may  lose  his  or  her 
rights  in  the  trademark  if  the  licensed 
product  label  does  not  state  who  owns 
the  trademark.  The  comment  claimed 
t  iat  other  countries  follow  the  Canadian 
practice.  Finally,  one  comment 
suggested  that  along  with  permitting  the 
identification  of  the  trademark  licensor, 
the  proposal  should  permit  the 
identification  on  the  label  of  the  licensee 
as  a  licensee. 

The  agency  did  not  intend  to 
compromise  the  rights  of  a  trademark 
holder  in  its  trademark.  Section  201.1(h) 
has  been  revised  to  state  that  both  the 
licensor  and  licensee  of  a  trademark 
that  appears  on  the  drug  product  or 
product  label  may  be  appropriately 
identified  on  the  drug  product  label. 

Logos 

36.  Several  comments  recommended 
that  proposed  §  201.1(g)  be  deleted.  That 
section  would  require,  if  a  person’s 
name,  mark,  imprint,  or  other  identifying 
written,  printed  or  graphic  matter  (i.e., 
product  "logo”)  appeared  directly  on  the 
drug  product,  that  the  label  state 
w'hether  the  person  identified  on  the 
product  is  the  manufacturer,  packer,  or 
distributor.  One  comment  argued  that 
the  provision  would  discourage  the  use 
of  logos  by  persons  who  might  not 
qualify  as  the  manufacturer  under  the 
terms  of  the  regulation.  Another 
comment  took  issue  with  the  stated 
justification  for  the  requirement.  The 
comment  noted  that  the  preamble 
justifies  the  proposed  requirement  by 
stating  that  use  of  a  logo  has  the 
potential  to  mislead  consumers  by 
leading  consumers  to  believe  that  the 
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person  identified  by  the  logo  is  the 
manufacturer.  The  comment  stated  that 
under  the  proposal  the  person  identified 
on  the  dosage  form  would  most  likely 
already  have  his  name  and  function  on 
the  label  under  the  requirement  of 
section  502(b)(1)  of  the  act  and  this 
regulation.  To  require  an  additional 
statement,  it  was  suggested,  would  be 
needlessly  burdensome  and  a 
disincentive  to  put  a  “logo”  on  the 
product. 

The  agency  has  carefully  considered 
these  arguments  and  has  concluded  that 
proposed  §  201.1(g)  should  be  deleted. 
The  agency  believes  that  in  the  absence 
of  §  201.1(g)  there  is  a  risk  that  a 
distributor’s  or  packer's  logo  placed  on  a 
finished  dosage  form  may  be  incorrectly 
read  by  consumers  as  identifying  the 
manufacturer  of  the  product.  However, 
the  agency  also  is  sensitive  to  the  v 
possibility  that  proposed  §  201.1(g) 
would  discourage  the  practice  of 
imprinting  identifying  marks  on  final 
dosage  forms  of  drug  products.  In  light 
of  the  value  of  the  logo  as  a  product 
identiHer,  the  agency  has  decided  not  to 
take  any  action  that  might  discourage 
the  use  of  logos. 

Conflict  With  State  Laws 

37.  A  number  of  comments  expressed 
concern  about  the  impact  the  proposal 
would  have  on  compliance  with  State 
law  labeling  requirements.  One 
comment  noted  that  there  are  about  20 
State  laws  relating  to  manufacturer 
identifications  on  prescription  drug 
labeling.  The  comment  stated  that  many 
of  these  laws  require  that  the  name  of 
the  manufacturer  of  the  finished  dosage 
Form  appear  on  the  product  label.  The 
comment  further  pointed  out  that  these 
State  laws  prohibit  the  identification  of 
only  the  distributor  or  packer,  an 
alternative  under  existing  Federal  law. 

A  comment  noted  that  a  drug  firm  may 
comply  with  several  of  these  State  laws 
by  using  phrases  such  as  “Manufactured 
for  Company  X  by  Company  Y”  or 
“Encapsulated  by  Company  A"  or 
"Tableted  by  Company  B”.  The 
comment  stated  that  the  proposal  would 
prohibit  the  use  of  these  terms  which,  it 
argued,  clearly  indicate  the  relationship 
to  the  drug  product  of  the  companies 
named.  Because  several  of  the  States 
have  enacted  legislation  defining  who 
qualifies  as  the  manufacturer  of  the 
finished  dosage  form,  the  comment 
argued  that  any  further  activity  by 
Federal  regulation  unnecessarily 
conflicts  with  the  provisions  enacted  by 
the  various  States. 

The  agency  does  not  believe  that  this 
regulation  will  conflict  with  State  laws 
governing  the  content  of  drug  labeling.  A 
conflict  would  result  from  a  difference  in 


Federal  and  State  regulation  making  it 
impossible  to  comply  with  both.  The 
examples  of  differences  between  State 
and  Federal  law  cited  in  the  comment 
do  not  demonstrate  that  conflict. 

As  finalized.  §  201.1  does  not  prohibit 
the  use  of  the  phrases  cited  in  the 
comments. 

38.  One  comment  claimed  that  the 
provision  in  §  201.1(h)  (§  201.1(f)  as 
proposed)  that  states  that  ho  person, 
except  the  manufacturer,  packer,  or 
distributor  may  be  identified  on  the  drug 
product  label  might  be  read  to  conflict 
with  State  laws  which  require  the 
identification  of  the  manufacturer,  and. 
if  different,  the  name  of  the  packer  or 
distributor.  The  comment  suggested  that 
§  201.1(h)  might  be  construed  to  require 
drug  companies  to  violate  State  law  and 
argued  that  in  the  absence  of  any 
Congressional  intent  to  preempt  the 
field,  FDA  would  not  have  authority  to 
require  compliance  with  the  cited 
provisions.  The  comment  argued  that 
these  State  laws  are  important  because 
they  ensure  that  pharmacists  will  be 
able  to  identify  the  actual  manufacturer, 
if  refills  of  a  prescription  must  be  filled 
with  the  product  of  the  same 
manufacturer. 

The  agency  advises  that  this  comment 
misreads  §  201.1(h).  That  section  does 
not  prohibit  the  identification  on  drug 
product  labels  of  both  the  manufacturer 
and  distributor  or  packer  or  indeed  of  all 
three  persons.  What  that  section  does 
require  is  that  the  drug  product  label 
bear  the  name  of  at  least  one  of  the 
three  persons  named.  Section  201.1(h)  is 
thus  not  inconsistent  with  State  laws 
that  require  that  drug  labels  bear  the 
name  of  both  the  manufacturer  and 
distributor,  where  a  product  is 
distributed  by  a  person  other  than  the 
manufacturer. 

Drug  Listing  and  Registration 

39.  Several  comments  complained  that 
it  would  be  difficult  if  not  impossible  to 
comply  with  the  proposed  changes  in 
the  regulations  governing  drug 
establishment  registration. 

The  proposal  would  revise  §  207.20 
regulations  to  provide  that  no  owner  or 
operator  may  register  an  establishment, 
if  any  part  of  the  establishment  is 
registered  by  another  owner  or  operator. 
A  comment  noted  that  under  present 
practice,  several  different  corporate 
subsidiaries  may  operate  out  of  the 
same  establishment  (an  establishment 
being  a  place  of  business  under  one 
management  at  one  general  physical 
location).  The  comment  stated  that  local 
law  may  dictate  such  a  structuring  of 
business  organization:  “If  a  company 
wishes  to  take  advantage  of  tax 
preferences  in  locations  such  as  Puerto 


Rico  it  is  necessary  to  establish  separate 
manufacturing  corporations  for  each 
new  product  or  group  of  products  it  will 
manufacture  in  the  Commonwealth; 
therefore,  one  physical  facility  may  have 
two  or  more  corporations  manufacturing 
drug  products  at  that  facility." 

The  revision  to  §  207.20  was  intended 
to  permit  the  easy  identification  of  the 
person  who  actually  performed  the 
§  201.1(b)  manufacturing  operations  that 
serve  as  the  basis  for  the  m  anufacturing 
claim  on  drug  product  labels.  Without 
such  revision  several  persons  could 
register  the  same  manufacturing 
facilities  and  the  connection  between 
the  person  claiming  to  be  manufacturer 
and  the  establishment  at  which  the 
§  201.1(b)  operations  were  performed 
would  be  made  obscure  and  uncertain. 

It  should  be  emphasized  that  one 
plant  may  house  several  establishments 
as  long  as  each  establishment  is 
physically  distinct  and  separate  from 
the  others  in  the  plant.  If,  as  the 
comment  says,  each  “separate 
manufacturing  corporation”  occupies  a 
distinct  part  of  the  Puerto  Rican  facility, 
each  could  separately  register.  In  such  a 
case  the  amendment  to  §  207.20  makes 
the  operation  of  two  or  more  related 
companies  in  the  same  plant  no  more 
difficult  that  it  has  been  in  the  past. 

The  revision  to  §  207.20  has  been 
made  on  the  assumption  that  few 
establishments  are  registered  in  two  or 
more  firm  names  so  that  compliance 
with  this  provision  will  not  significantly 
disrupt  or  burden  the  drug  industry.  If.  in 
fact,  this  provision  does  result  in 
economic  hardship  for  a  drug  firm  that 
has  not  adopted  the  multiple  registration 
device  as  a  basis  for  deceptive  labeling, 
the  agency  will  sympathetically 
consider  a  petition  to  waive  the 
requirements  of  the  provision. 

40.  One  comment  addressed  the 
proposed  amendment  to  §  207.26.  The 
amendment  would  require  that  all  name 
changes  in  establishment  registrations 
made  within  6  months  of  a  previous 
registration  change  be  accompanied  by 
a  statement  that  the  change  was  not 
made  for  the  purpose  of  changing  the 
name  of  the  manufacturer  of  a  drug 
under  §  201.1. 

The  comment  recommended  that  this 
section  should  exempt  changes  to  allow 
firms  to  conform  to  the  changes  in 
§  207.20  and  to  maintain  current  label 
designations. 

FDA  rejects  this  comment.  Assuming 
that  at  present  some  establishments  are, 
in  fact,  registered  in  two  or  more  names, 
the  delay  in  effective  date  to  April  10. 
1981,  should  give  drug  firms  sufficient 
time  to  ensure  that,  by  the  effective 
date,  no  establishment  is  registered  in 
more  than  one  name.  Thus,  in  the  1-year 
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interval,  it  would  not  be  impossible  to 
conform  to  the  amended  provisions.  The 
extended  effective  date  should  also  give 
firms  sufficient  time  to  exhaust  current 
label  inventories. 

Scope 

Drug  Components 

41.  A  number  of  comments  asked  for 
clarification  of  the  regulation  as  it 
affects  the  labeling  of  bulk  drug 
components,  i.e.,  ingredients  intended 
for  use  in  the  manufacture  of  drug 
products.  Several  comments  suggested 
that  regardless  of  the  usefulness  of  the 
proposal  in  ensuring  truthful  and 
nondeceptive  labeling  of  drug  products 
(i.e.,  finished  dosage  forms),  the 
proposed  definition  of  manufacturer 
would  not  be  suitable  to  the  labeling  of 
drug  components.  The  comment  stressed 
two  primary  points: 

a.  The  manufacturing  operations  listed 
in  §  201.1(b)  pertain  to  the  manufacture 
of  final  dosage  forms  but  not  the 
manufacture  of  components — the 
manufacture  of  components  involves 
synthesizing,  purifying,  and  finishing 
steps  that  are  not  listed  in  §  201.1(b). 

b.  Consumers  of  drug  components — 
chiefly  pharmaceutical  houses  that 
manufacture  final  dosage  forms — are 
sophisticated  buyers  who  are  unlikely  to 
be  mislead  by  inaccurate  labeling 
practices. 

One  comment  addressed  the  same 
issue  and  complained  that  a  person  who 
takes  a  drug  in  bulk  form  and  then 
performs  incoming  quality  control 
inspection  on  the  bulk  drug,  performs  all 
appropriate  identity  and  stability 
studies,  and  processes  the  drug  into 
vials,  although  subject  to  good 
manufacturing  practices,  is  not  able 
under  the  proposal  to  designate  itself  as 
sole  manufacturer.  The  comment  stated 
that  preventing  the  person  from 
identifying  itself  as  manufacturer  is  not 
consistent  with  the  regulatory 
responsibilities  imposed  upon  it  by  FDA. 

The  agency  has  carefully  considered 
these  comments  and  has  concluded  that 
the  provisions  in  §  201.1  (b),  (c),  (d),  and 
(e)  that  define  the  conditions  under 
which  a  person  may  be  represented  as 
manufacturer  for  purposes  of  section 
502(b)(1)  of  the  act  should  not  apply  to 
manufacturer  designations  on  drug 
component  labels.  As  noted  in  the 
comments,  the  manufacturing  operations 
listed  in  §  201.1(b)  are  not  relevant  to 
the  processes  involved  in  the  production 
of  drug  components.  Moreover,  the 
agency  is  not  aware  of  any  regulatory 
problem  in  connection  with  the 
identification  on  drug  component  labels 
of  the  name  of  the  manufacturer,  packer, 
or  distributor. 


As  finalized,  the  regulation  states  that 
a  person  who  takes  a  bulk  drug 
component  and  performs  all  the 
operations  listed  in  §  201.1(b)  that  are 
necessary  to  produce  a  finished  dosage 
form  would  be  able  to  designate  itself  as 
sole  manufacturer  of  the  finished  dosage 
form. 

This  action  exempts  drug  components 
from  §  201.1  (b),  (c),  (d),  (e),  and  (f).  It 
should  be  noted  that  drug  components 
remain  subject  to  the  other  provisions  of 
§  201.1. 

Radiopharmaceuticals 

.  42.  One  comment  urged  that  the 
regulation  should  not  apply  to 
radiopharmaceuticals.  The  comment 
claimed  that  these  drugs  are  unlike  other 
prescription  drugs  in  that  they  are  not 
dispensed  pursuant  to  prescription  but 
are  administered  directly  to  the  patient 
by  a  professional  as  part  of  a  total 
medical  diagnostic  procedure. 

Therefore,  the  comment  argued,  the 
economic  goals  addressed  by  the 
regulation  are  irrelevant  because  the 
pharmacist  is  not  involved  in  drug 
product  selection.  Further,  the  comment 
argued  that  the  goal  is  irrelevant  to 
radiopharmaceuticals  because  the 
labeling  information  is  directed  only  at 
the  professional  and  is  never  seen  by 
the  consumer.  Finally,  the  comment 
suggested  that  the  regulation  would 
make  it  more  difficult  to  identify  a  single 
person  to  be  contacted  for  further 
information  about  the  drug  product,  and 
that  this  result  would  be  especially 
unfortunate  in  the  case  of 
radiopharmaceuticals  with  their 
relatively  short  half-lives. 

The  primary  purpose  of  this  regulation 
is  to  ensure  that  the  representation  on 
the  drug  product  label  as  to  the 
manufacturer,  packer,  or  distributor 
truthfully  and  nondeceptively  reveals 
the  connection  between  the  person  or 
persons  named  and  the  drug  product. 

This  purpose  is  served  by  the  proper 
labeling  of  all  drug  products,  including 
radiopharmaceuticals.  That  users  of 
radiopharmaceuticals  are  professionals 
rather  than  lay  consumers  is  not 
significant  in  determining  whether 
radiopharmaceuticals  should  be  subject 
to  the  standards  of  accurate  and 
nondeceptive  labeling.  The  agency 
believes  that  all  users  of  drug  products 
will  benefit  by  nondeceptive  labeling. 

As  revised,  §  201.1(h)(3)  permits  the 
identification  of  a  person  or  persons  to 
whom  inquiries  about  the  drug  product 
can  be  addressed.  The  identification  of 
such  person  should  make  it  easier  for 
consumers  to  solicit  and  obtain  relevant 
information  about  all  drug  products, 
including  radiopharmaceuticals. 


OTC  Drug  Products 

43.  One  comment  asked  that  OTC 
drug  products  be  exempted  from  the 
requirements  of  the  regulation.  The 
comment  claimed  that  the  impetus  for 
the  proposed  revisions  to  §  201.1  came 
from  concern  over  the  accuracy  of 
labeling  for  prescription  drug  products 
and  contended  that  any  possible  benefit 
that  might  come  ft'om  extending  the 
proposal  to  cover  OTC  drugs  was 
outweighed  by  a  number  of 
disadvantages.  In  particular,  the 
comment  argued  that  the  regulation  as 
proposed  would  significantly  increase 
label  costs  for  many  OTC 
manufacturers,  that  it  would  cause 
consumer  confusion  as  to  who  was 
responsible  for  the  labeled  product  and 
who  should  be  contacted  for  information 
about  the  product,  and  that  it  would,  in 
many  instances,  result  in  the 
“cluttering*’  of  the  drug  product  label 
with  the  names  of  a  number  of  joint 
manufacturers. 

The  agency  does  not  agree  that  OTC 
drug  products  should  be  exempted  from 
the  requirements  of  this  regulation.  The 
agency  believes  that  the  need  for 
truthful  and  nondeceptive  labeling 
information  is  as  important  for 
consumers  of  OTC  drug  products  as  it  is 
for  consumers  of  prescription  drug 
products. 

FDA  believes  that  the  changes  that 
have  been  made  to  the  regulation  should 
significantly  reduce,  if  not  eliminate,  the 
disadvantages  attributed  to  the 
proposal.  In  particular,  the  changes 
described  in  paragraph  2  of  this 
preamble  should  make  it  more  likely 
that  product  labels  can  be  written  to 
avoid  the  "clutter’’  and  confusion  that 
might  result  from  identifying  a  number 
of  persons  as  joint  manufacturers.  These 
changes  along  with  the  extended 
effective  date  should  also  minimize 
whatever  label  costs  may  result  from 
compliance  with  revised  §  201.1. 

Biological  Drugs 

44.  One  comment  claimed  that  the 
regulation  would  impose  labeling 
requirements  on  biological  products  that 
are  inconsistent  with  present  biological 
drug  product  regulatory  requirements 
and  asked  that  biological  products  be 
exempted  from  the  regulation. 

The  agency  believes  that  the  current 
regulations  and  statutes  that  specifically 
govern  biological  products  provide 
adequate  assurance  that  the  firm  that  is 
represented  on  the  product  label  as 
manufacturer  has  been  actually  and 
substantially  involved  in  the 
manufacture  of  the  product.  Section 
351(a)(2)  of  the  Public  Health  Service 
Act  (42  U.S.C.  262(a)(2)).  which  relates 
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specifically  to  biological  products, 
requires  that  each  product  be  plainly 
marked  with  the  name,  address,  and 
license  number  of  the  manufacturer. 
Thus  the  labels  of  biological  products 
unlike  the  labels  for  other  human  drug 
products  (and  veterinary  drugs)  must 
bear  the  name  of  the  manufacturer.  In 
addition,  §  610.63  of  the  regulations 
requires  that,  if  two  or  more 
establishments  participate  in  the 
manufacture  of  a  biological  product,  the 
name  of  each  fu'm  appear  on  the 
package  label.  There  are,  however,  a 
limited  number  of  product  licenses  that 
include  approval  of  one  step  in  the 
manufacturing  process  done  by  a 
contractor.  In  these  few  instances  the 
agency  has  decided  that  control 
obligations  imposed  on  the  licensee  over 
the  one  manufacturing  step  done  by  a 
contractor  are  such  that  in  the  opinion 
of  the  agency,  divided  manufacturing 
responsibility  labeling  pursuant  to 
§  610.63  is  unnecessary.  Finally,  the 
licensing  of  biological  drug  product 
establishments  as  well  as  the  product 
licensing  of  a  biological  products 
provide  an  ultimate  mechanism  to 
ensure  that  the  person  (or  persons) 
claiming  to  be  manufacturer  have 
exercised  complete  control  over  the 
manufacturing  process.  In  light  of  these 
specific  provisions,  the  agency 
concludes  that  biological  products 
should  be  exempted  from  the 
requirements  of  §  201.1. 

Medical  Devices 

45.  One  comment  stated  that  the 
regulation  would  establish  a  precedent 
which  will  be  claimed  by  FDA  to  apply 
to  medical  devices.  Another  comment 
noted  that  the  definition  of  manufacturer 
in  the  regulation  governing  the 
registration  and  listing  of  medical 
devices  includes  the  person  developing 
specifications  for  a  product  that  is 
subsequently  fabricated  to  those 
specifications  by  another  person.  The 
comment  asked  whether  device 
specifications  are  so  unlike 
specifications  for  drugs  as  to  warrant 
different  treatment. 

This  regulation  responds  to  problems 
associated  with  identifying  the 
manufacturer,  packer,  or  distributor  on 
drug  product  labels.  FDA  is  not  aware  of 
comparable  problems  with  respect  to 
medical  devices.  In  the  absence  of  a 
perceived  problem,  FDA  will  not  extend 
the  principles  established  in  this  final 
rule  to  the  regulation  of  the  labeling  of 
medical  devices. 

The  agency  emphasizes  that  the 
definition  of  “manufacturer"  contained 
in  this  rule  applies  only  to  the  labeling 
of  drug  products  for  purposes  of  section 
502(a)  and  (b)(1)  of  the  act.  It  does  not 


affect  the  definition  of  “manufacturer" 
for  purposes  of  listing  and  registration  of 
drugs  or  medical  devices. 

Animal  Drugs 

46.  Two  comments  stated  their 
assumption  was  that  the  proposal  was 
directed  at  human  drugs  alone  and  not 
intended  to  cover  animal  drugs.  One 
comment  noted  that  the  Congressional 
hearings  held  in  late  summer  1978  to 
consider  the  man-in-the-plan  policy 
were  concerned  with  the  labeling  of 
human  drugs.  The.  comment  suggested 
that  the  thrust  and  focus  of  the  proposed 
regulation  was  directed  to  human  drugs 
consistent  with  this  Congressional 
concern.  Two  comments  suggested  that 
this  assumption  was  reinforced  by  the 
fact  that  the  conforming  amendments 
published  along  with  the  proposed 
changes  to  §  201.1  refer  only  to  Part  314 
(21  CFR  Part  314)  relating  to  new  drug 
applications  and  do  not  refer  to  Part  510 
(21  CFR  Part  510)  relating  to  new  animal 
drug  applications. 

The  agency  agrees  that  the  focus  of 
the  Congressional  hearings  was  with  the 
labeling  of  human  drug  products. 
However,  section  502(b)(1)  of  the  act 
and  §  201.1  of  the  regulation  clearly 
apply  to  both  human  and  animal  drugs. 
Moreover,  the  proposed  revision  to 
§  201.1  made  no  distinction  between 
human  and  animal  drugs  and  on  Its  face 
did  apply  to  both.  Therefore,  FDA 
believes  that  adequate  notice  was  given 
in  the  proposed  regulation  of  agency 
intent  that  the  revisions  to  §  201.1  would 
apply  to  animal  drugs  as  well  as  human 
drugs. 

The  proposed  regulation  inadvertently 
did  not  contain  a  conforming 
amendment  to  provide  for  the 
submission  of  revised  labeling  in 
supplemental  new  animal  drug 
applications.  A  conforming  amendment 
to  the  relevant  section  of  Part  510 
(§  514.8(a)(6)(ii))  will  be  proposed 
shortly. 

47.  One  comment,  which  assumed  that 
the  proposal  did  in  fact  apply  to  animal 
drugs,  asserted  that  it  would  not 
accomplish  its  “stated  purpose”  to 
inform  the  consumer  of  the  responsible 
party  in  the  event  that  the  consumer 
encountered  a  difficulty  with  the 
product.  The  comment  asserted  that  if 
the  manufacturer  who  does  not 
distribute  the  product  is  identified  on 
the  animal  drug  label,  the  user  may 
initially  contact  the  manufacturer  in  the 
event  that  he  or  she  has  a  problem  with 
the  product  and  that  this  result  would 
delay  the  response  of  the 
nonmanufacturing  responsible  party  to 
the  problem.  Moreover,  the  comment 
argued  that  since  the  holder  of  an 
approved  new  animal  drug  application 


must  assure  FDA  that  any  contract 
manufacturer  involved  in  the  production 
of  the  product  meets  the  conditions  of 
original  approval,  it  would  be 
misleading  to  imply  by  the  proposed 
revision  that  the  nonsponsor 
manufacturer  has  the  primary 
responsibility  for  manufacturing 
controls  as  well  as  safety  and  efficacy 
of  the  product 

As  indicated  in  paragraph  3  above,  if 
there  is  any  potential  for  confusion 
regarding  who  should  be  contacted  for 
information  about  the  labeled  product, 
the  label  may  specifically  identify  a 
person  as  the  source  of  such 
information. 

If  the  holder  of  an  NADA  (or  NDA)  for 
a  product  is  not  the  manufacturer  of  that 
product  the  agency  believes  that  it 
would  be  false  and  misleading  under 
section  502  of  the  act  to  identify  the 
holder  as  the  manufacturer  regardless  of 
the  responsibilities  borne  by  the  holder. 
It  should  be  noted  that  this  final 
regulation  does  not  change  the 
responsibilities  of  either  the  sponsor  or 
subcontractor  with  respect  to 
manufacturing  controls  or  the  safety  and 
efficacy  of  products  whose  manufacture 
may  be  contracted  out. 

48.  One  manufacturer  complained  that 
employees  of  the  Bureau  of  Veterinary 
Medicine  had  advised  the  firm  that  it 
had  to  list  the  manufacturer  on  the 
animal  drug  label  and  that  the  listing  of 
the  packer  or  distributor  was  optional. 
The  conunent  observed  that  the  listing 
of  the  name  of  the  manufacturer  was 
optional. 

The  agency  agrees  that  the  relevant 
provisions  of  the  statute  and  this 
regulation  require  that  the  drug  product 
label  bear  the  name  and  place  of 
business  of  the  manufacturer,  packer,  or 
distributor.  Thus  the  choice  of  which 
person  or  persons  are  to  be  identified  is 
left  to  the  firms  involved.  Any  informal 
advice  given  by  the  agency  to  the 
contrary  is  in  error. 

Economic  Impact 
Anticompetitive  Effect 

49.  As  noted  earlier  a  number  of 
comments  argued  that  the  proposal 
would  have  a  substantial 
anticompetitive  effect  on  the  drug 
industry.  The  comments  suggested  that 
the  major  drug  companies  perceived 
marketing  disadvantages  in  identifying 
themselves  as  a  joint  manufacturer  or 
distributor  and  therefore  might  decide  to 
stop  contracting  out  certain  drug 
manufacturing  operations  and  invest  the 
capital  necessary  to  acquire  the 
appropriate  hardware  and  equipment  for 
in-house  production.  The  result,  these 
comments  claimed,  would  be  to  force 
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out  of  business  (through  economic 
failure  or  take-over  by  larger 
companies)  many  small,  third-party 
contract  lyophilizers,  sterilizers,  and 
aerosol  fillers. 

To  assist  the  agency  in  its 
consideration  of  this  argument,  in  the 
Federal  Register  of  June  26, 1979  (44  FR 
37234]  the  agency  published  a  notice 
reopening  the  comment  period  on  the 
proposal  to  solicit  the  information 
needed  to  evaluate  the  claimed 
anticompetitive  effect.  Evidence  was 
particuarly  solicited  on  (1)  the  extent  of 
and  incentives  for  contract 
manufacturing,  (2)  how  the  proposed 
changes  might  reduce  such  incentives, 
(3)  the  extent  to  which  this  might  lead  to 
reduced  use  of  contract  manufacturing, 
and  (4)  how  costs,  competition,  and 
prices  might  be  affected.  The  notice 
contained  specific  questions  intended  to 
elicit  evidence  and  comments 
sufficiently  relevant  and  factual  to  help 
the  agency  determine  whether  the 
proposal  would  have  an  anticompetitive 
effect.  Of  the  20  additional  responses 
received,  3  came  from  trade 
associations,  1  from  a  professional 
association,  11  from  contract 
manufacturers  or  packagers,  2  from 
over-the-counter  drug  firms,  and  3  from 
small  to  medium  size  drug  firms.  For  the 
convenience  of  the  discussion,  the  FDA 
response  in  paragraph  51  below  follows 
the  summary  (in  paragraph  50)  of  all 
significant  comments  received  on  the 
anticompetitive  issue.  The  comment 
summaries  parallel  the  organizational 
structure  that  was  used  in  the  June  26, 
1979  notice. 

What  are  the  incentives  far,  and  what 
is  the  extent  of,  the  use  of  contract 
manufacturing  currently? 

50a.  The  comments  suggested  that  the 
use  of  contract  manufacturing  proceeds 
mainly  from  two  interrelated  business 
motives:  (1)  capturing  economies  of 
scale  not  available  to  individual  low- 
volume  operations,  and  (2)  avoiding 
capital  outlays  and  other  expenses  for 
specialized  plant,  equipment,  methods, 
and  expertise  in  processes  that 
individual  firms  may  not  be  able  to 
operate  efficiently,  use  fully,  or  perhaps 
even  afford.  These  factors,  several 
comments  pointed  out,  may  permit  small 
drug  firms  to  avail  themselves  of 
specialized  production  facilities, 
expertise  and  experience  without  which 
they  may  not  be  able  to  compete 
successfully  with  larger  firms.  And,  it 
was  argued,  even  for  larger  firms, 
contract  manufacturing  permits 
economic  production  of  products  whose 
volume  for  the  individual  firm  make 
them  unattractive  to  produce  in-house. 

Other  comments  claimed  that  contract 
manufacturing  was  a^so  of  value  as  (1) 


an  efficient  means  to  handle  the 
production  of  seasonal  items  and  to 
handle  unanticipated  demand  for  a 
product  customarily  made  in-house,  (2) 
an  efficient  mode  for  pilot  plant 
production  of  new  products  in  their 
lower-volume,  market-testing  stages, 
and  (3)  a  means  of  transportation  cost 
savings  to  large  firms  through  packaging 
at  multiple  subcontractor  locations. 
Other  comments  stressed  the  value  of 
contract  manufacturing  in  the 
production  of  such  drug  products  as 
penicillin  which,  if  manufactured  in- 
house,  could  cross-contaminate  other 
products  of  a  diversified  manufacturer, 
and  the  quality  control  advantages  of  a 
double  check  by  the  contractor  and  the 
marketer. 

A  number  of  comments  observed  that 
contract  manufacturing  was  widely  and 
intensively  used. 

How  and  to  what  extent  would  the 
proposed  changes  reduce  incentives  far 
the  use  of  contract  manufacturing? 

b.  A  number  of  comments  stated  that 
drug  marketers  have  been  traditionally 
reluctant  to  identify  other  Hrm  names  on 
product  labels  and  have  also  resisted 
identifying  themselves  as  distributors 
rather  than  as  manufacturers.  Several 
comments  reiterated  the  complaints 
made  in  response  to  the  proposal  and 
stated  that  the  changes  would  confuse 
consumers  as  to  who  was  responsible 
for  the  product  and  whom  to  contact  for 
product  information.  Moreover,  the 
comments  claimed  that  the  revised  label 
information  could  be  "unsettling”  to 
consumers  who  would  suffer  losses  of 
product-brand  association  and 
consequently  lessened  conHdence  in 
brand-name  products.  Several 
comments  also  argued  that  the  effect  of 
the  proposal  might  be  to  mislead  rather 
than  inform  drug  product  users,  who 
might  assume  that  the  products  of 
different  marketers  made  by  the  same 
contract  manufacturer  are  identical 
when  they  are  not. 

Several  comments  contended  that  the 
proposal  would  increase  the  labeling 
costs  associated  with  contract 
manufacturing,  which  in  turn  would 
serve  as  a  disincentive  to  further  use  of 
contract  manufacturing.  The  comments 
claimed  that  compliance  with  the 
proposed  changes  would  entail 
destruction  of  label  inventories  and 
purchases  of  new  plates  and 
expenditures  on  new  label  runs  when 
contract  manufacturers  were  changed. 
One  comment  observed  that  large 
marketers  may  use  two  or  three  contract 
fillers  to  produce  a  single  product  and 
contended  that  the  proposal  would 
mean  increased  printing  costs  as 
separate  label  inventories  would  have  to 
be  maintained.  A  comment  also  noted 


that  compliance  with  the  proposed 
revisions  would  increase  the  risk  of 
labeling  errors. 

The  operational  complexities  as  well 
as  the  costs  of  these  changed  labeling 
requirements,  it  was  suggested,  would 
reduce  the  incentive  to  use  multiple 
contractors  and  to  freely  shift  among 
contractors,  both  of  which  were 
presented  as  major  advantages  of  the 
present  system  because  they  produce 
flexibility,  competition,  and  therefore 
efficiency,  in  the  production  of  drug 
products. 

Considering  both  the  incentives  for 
use  of  contract  manufacturing  and 
possible  reductions  of  these  incentives 
associated  with  adverse  marketing 
reactions,  to  what  extent  is  it  likely  drug 
firms  would  withdraw  from  contract 
manufacturing? 

c.  Many  comments  contended  that  a 
substantial  number  of  drug  companies 
would  reduce  their  reliance  on  contract 
manufacturers  if  the  proposal  were 
adopted.  One  comment  stated  that  the 
amount  of  reduction  would  depend  on 
“each  company’s  assessment  of  the 
extent  to  which  consumers  are  likely  to 
misperceive  that  established,  known 
companies  use  unknown  companies  in 
manufacturing  their  products.”  Several 
contract  manufacturers  said  that  they 
had  been  informed  by  marketing  drug 
firms  that  their  business  relationships 
would  be  reduced  and  possibly  ended  if 
the  proposal  were  adopted. 

How  and  to  what  extent  would 
manufacturing  costs,  competition,  and 
prices  of  drug  products  be  affected  by 
withdrawals  from  contract 
manufacturing  in  varying  degree? 

d.  Many  comments  asserted  that 
production  costs  would  be  substantially 
increased  fcH*  drug  frrms  that  decided  to 
perform  in-house  the  operations 
formerly  contracted  out.  The  comments 
stated  ^at  such  firms  would  be 
compelled  to  invest  in  the  capital 
equipment  necessary  to  begin  in-house 
production.  Several  comments  argued 
that,  given  smaller  volume  productions 
and  less  intensive  use  of  equipment,  in- 
house  production  would  be  costlier  per 
unit  volume  than  production  by 
subcontractors. 

Several  comments  suggested  that  the 
loss  of  business  by  contract 
manufacturers  would  drive  some  or 
many  of  them  out  of  business  and  that 
their  reduced  numbers  would  have  the 
direct  effect  of  lessening  competition. 
Other  commentors  thought  it  probable 
that  larger  drug  firms  would  tend  to 
purchase  the  assets  of  contract 
manufacturers.  One  comment  stated 
that  such  a  trend  already  exists  but  that 
the  proposed  rule  would  accelerate  it. 
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A  comment  suggested  that  the  cost  of 
obtaining  approval  to  market  new  drugs 
would  discourage  subcontractors  from 
trying  to  enter  product  markets  on  their 
own.  For  many  products,  a  comment 
argued,  marketers  would  be  unwilling 
either  to  continue  to  contract  out  their 
manufacturing,  or  to  make  the 
investment  necessary  to  begin  in-house 
production.  This  would  be  especially 
true,  one  comment  claimed,  for  low- 
volume  products  as  these  products  are 
particularly  susceptible  to  production 
cost  increases.  The  result,  it  was 
claimed,  would  be  to  reduce  product 
competition  for  many  products. 

Several  comments  stressed  that  the 
proposed  changes  would  put  smaller 
firms  to  a  competitive  disadvantage  as 
these  firms  frequently  cannot  afford  the 
cost  associated  with  in-house 
production,  whereas  larger  firms  will 
often  be  capable  of  handling  a  variety  of 
manufacturing  processes  internally.  A 
comment  suggested  that,  if  the  proposal 
were  adopted,  a  smaller  company  would 
have  no  choice  but  to  accept  the 
“marketing  disadvantages"  that  result 
from  identifying  the  subcontractor  as  the 
manufacturer  or,  alternatively, 
identifying  the  small  firm  as  distributor. 

Finally,  a  comment  observed  that 
smaller  contract  manufacturers  might  be 
placed  at  a  disadvantage  if  drug 
companies  who  use  contract 
manufacturers  prefer  to  identify  larger, 
“more  reputable"  contractors  on  product 
labels. 

Agency  Analysis  of  Claimed 
Anticompetitive  Effect 

51.  In  publishing  the  June  26, 1979 
notice,  the  agency  stated  that  it  did  not 
have  available  the  kinds  of  information 
required  to  meaningfully  assess  the 
argument  that  the  proposed  rule  would 
have  an  anticompetitive  effect  on  the 
drug  industry.  By  reopening  the 
comment  period,  FDA  hoped  that  the 
drug  firms  and  trade  association  that 
had  originally  raised  the  anticompetitive 
argument  would  support  it  with  the  kind 
of  factual  and  analytic  data  that  only 
the  drug  industry  could  readily  obtain. 
FDA  regrets  that  that  kind  of  data  have 
not  been  submitted.  In  the  absence  of 
such  data,  the  agency  has  been  obliged 
to  assess  the  anticompetitive  arguments 
in  terms  of  the  plausibility  of  their 
economic  rationale.  The  agency 
concludes  that  the  revisions  to  §  201.1 
issued  today  should  not  significantly 
al^ect  the  competitive  structure  of  the 
drug  industry. 

l^e  agency  of  course  agrees  with  the 
almost  universal  observation  that  the 
use  of  contract  manufacturing  services 
in  certain  situations  can  offer  a  highly 
flexible.  efHcient,  and  cost-saving 


alternative  to  in-house  manufacturing. 
The  agency  will  also  concede  that  a  Hrm 
that  has  previously  been  able  to  market 
a  product  while  claiming  to  be  its 
manufacturer  may  suffer  some 
marketing  disadvantages  when  it  is  no 
longer  able  to  represent  itself  as  the 
product’s  manufacturer.  From  this, 
however,  it  does  not  follow  that,  on 
balance,  the  economic  interests  of  such 
Hrms  lie  on  the  side  of  curtailing  the  use 
of  contract  manufacturing  and  shifting 
to  in-house  manufacturing.  For  such  a 
shift  to  be  in  a  Hrm’s  economic  interest, 
the  marketing  disadvantages  that  result 
from  disclosure  of  the  actual 
manufacturer  (or  the  identiHcation  of  the 
firm  as  the  distributor  rather  than  the 
manufacturer)  would  have  to  outweigh 
the  cost  disadvantages  associated  with 
in-house  manufacturing.  However,  as 
several  comments  noted,  such  shifting 
would  be  likely  to  result  in  significant 
cost  increases  for  firms  making  the  shift 
and  would  inevitably  increase  prices  as 
these  cost  increases  were  passed  on  to 
consumers.  And  the  comments  fail  to 
demonstrate — or  indeed  even  to 
establish  grounds  for  a  presumption — 
that  the  marketing  disadvantages  would 
be  sufficiently  great  to  induce  Hrms 
currently  using  contract  manufacturing 
services  to  abandon  or  reduce  their  use 
of  these  services  and  accept  the  cost 
penalties  stated  to  be  involved.  (The 
fact  that  many  drug  marketers  already 
acknowledge  the  subcontractor  as  the 
actual  manufacturer  suggests  a  truly 
limited  marketing  disadvantage  in 
accurate  manufacturer  identifications.) 

Even  if  some  firms  using  contract 
manufacturing  services  did  shift  to  in- 
house  manufacture,  it  is  not  clear  that, 
having  made  the  shift,  they  could 
successfully  compete  in  marketing  their 
product.  In  other  words,  a  further 
condition  is  also  essential  to  the 
anticompetitive  argument:  that  many  or 
most  of  the  firms  now  using  contract 
services  could  make  such  a  shift 
successfully  in  a  competitive  market. 
That  is,  for  there  to  be  the  possibility  of 
an  anticompetitive  effect,  the  firms 
involved,  acting  independently,  would 
not  only  have  to  adopt  unnecessarily 
costly  modes  of  production  but  would 
also  have  to  succeed  in  passing  on  the 
cost  increments  in  product  prices 
despite  lower-priced  competition  from 
firms  who  market  the  same  drug 
products  without  claiming  to  be  their 
manufacturers.  If,  as  the  anticompetitive 
arguments  imply,  the  present  market  is  a 
competitive  one.  and  if  contract 
arrangements  are  part  of  its  efficiencies, 
it  is  hardly  plausible  that  it  could  be 
transformed  into  a  less  competitive, 
higher-priced  market  by  the  individual 


decisions  of  numerous  Rrms.  The  ability 
to  do  so  would  suggest  a  degree  of 
market  control  and  concerted  action 
that  would  belie  the  existence  of  a 
competitive  market  in  the  Hrst  place.  For 
these  reasons,  the  agency  finds  the 
anticompetitive  arguments  offered  by 
commentors  unpersuasive. 

While  the  agency  has  not  been 
persuaded  that  the  proposed  rule  would 
have  a  significant  anticompetitive  effect 
on  the  drug  industry,  the  comments  have 
influenced  the  agency’s  consideration  of 
the  need  to  make  the  final  rule  more 
flexible.  A  number  of  the  changes  made 
in  the  final  rule  (particularly  those 
described  in  paragraph  2  above)  should 
reduce  whatever  tendency  might  have 
existed  under  the  propsal  to  reduce  the 
incentives  for  use  of  contract 
manufacturing  services. 

52.  In  addition  to  the  comments  that 
suggested  that  the  proposed  charges 
would  have  an  anticompetitive  effect  on 
the  drug  industry,  a  number  of 
comments  were  submitted  that  argued 
that  the  direct  economic  consequences 
of  the  proposed  regulation  would  be 
substantial.  The  comments  contended 
that  if  the  proposal  were  adopted, 
considerable  present  stocks  of  labels 
would  have  to  be  destroyed  and  the 
products  relabeled  to  comply  with  the 
requirements  of  the  regulation.  One 
comment  noted  that  for  labeling  which 
may  be  prepared  6  to  9  months  in 
advance  and  which  is  silk  screened  on 
glass  or  on  plastic  product  containers,  a 
labeling  change  caused  by  a 
manufacturing  breakdown  or  scheduling 
difficulty  would  require  that  the 
misbranded  containers  be  destroyed. 
Several  comments  recommended  that  in 
light  of  the  direct  and  indirect  cost 
impacts  of  the  proposal,  the  agency 
should  file  a  meaningful  economic 
impact  statement. 

'The  agency  agrees  that  there  may  be 
some  direct  cost  impacts  resulting  from 
adoption  of  the  final  rule.  The  agency 
considered  this  impact  when 
determining  an  appropriate  effective 
date. 

In  light  of  the  delayed  effective  date, 
the  agency  believes  that  drug  firms  will 
have  ample  time  to  exhaust  their  label 
inventories  so  that  the  need  to  destroy 
present  stocks  of  labels  and  to  relabel 
will  be  negligible. 

For  products  with  silk-screened 
labeling,  the  agency  also  agrees  that 
manufacturing  breakdowns,  etc.,  could 
cause  additional  labeling  costs.  Some  of 
these  costs,  the  agency  believes,  are  the 
unavoidable  result  of  a  policy  that 
demands  that  the  information  on  drug 
product  labels  be  truthful  and 
nondeceptive.  Moreover,  many  of  the 
potential  costs  attributable  to  the 
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proposal  should  be  avoidable  under  the 
more  flexible  and  accommodating  flnal 
rule.  Finally,  the  agency  believes  that 
any  cost  impact  that  remains  can  be 
significantly  reduced  by  skillful 
management  of  such  contract 
arrangements,  reduced  label  inventories, 
and  so  on. 

In  preparing  the  regulatory  analysis 
assessment  the  agency  considered  the 
direct  costs  that  would  result  from  the 
proposed  rule  and  concluded  that  these 
costs  were  “quite  limited.”  This 
conclusion  did  not  take  into  account  all 
direct  costs  associated  with  the 
proposed  rule  or  include  all  possible 
indirect  costs,  particularly  with  respect 
to  the  possible  influence  of  the  proposal 
on  the  competitive  structure  of  the  drug 
industry.  However,  in  light  of  the  change 
in  the  regulation,  including  the  extended 
effective  date,  the  agency  believes  that 
the  regulation  should  not  cause  a 
significant  economic  impact  and 
concludes  that  there  is  no  reason  to 
revise  the  initial  regulatory  analysis 
assessment. 

Effective  Dates 

53.  Several  comments  objected  to  the 
proposed  effective  date  provisions.  The 
proposal  stated  that  the  flnal  rule  would 
be  effective  60  days  after  publication  in 
the  Federal  Register  (except  for 
proposed  §  201.1(f)  (1)  and  (2)  which 
would  be  effective  12  months  after 
publication).  The  comments  suggested 
that  the  60-day  effective  date  provision 
would  force  substantial  relabeling, 
create  significant  losses  in  printed  labels 
on  hand,  possibly  disrupt  the  supply  of 
critical  drugs,  and  significantly  increase 
the  demand  on  existing  printing 
facilities  and  equipment.  As  a  result,  the 
comments  claimed,  expenses  associated 
with  the  labeling  of  drug  products  would 
substantially  increase.  Comments 
argued  that  a  12-month  effective  date 
provision  would  avoid  the  difficulties 
attributed  to  the  60-day  provision. 
Comments  asserted  that  the  preamble’s 
justiflcation  for  a  12-month  effective 
date  for  proposed  §  201.1(f)  would  apply 
equally  as  well  to  the  other  provisions  of 
the  rule.  A  comment  stated  that 
extending  the  effective  date  to  12 
months  for  the  entire  proposal  would  be 
consistent  with  FDA’s  policy  respecting 
the  permissible  time  allowed  for 
labeling  changes  where  no  apparent 
safety  issue  is  involved.  In  addition, 
several  comments  urged  that  instead  of 
basing  the  effective  date  on  the  date  of 
introduction  or  delivery  for  introduction 
into  interstate  commerce  the  provision 
should  be  based  on  the  date  of 
manufacture  or  packaging.  One 
comment  stated  that  this  revision  would 
ensure  a  smooth  changeover  to  the  new 


policy  for  both  the  manufacturers  and 
for  FDA. 

For  the  reasons  stated  in  the 
comments,  FDA  has  decided  to  make  all 
provisions  of  this  flnal  rule  effective 
April  10, 1981,  for  drugs  and  drug 
products  initially  introduced  or  initially 
delivered  for  introduction  into  interstate 
commerce.  The  agency  is  confldent  that 
the  delayed  effective  date  should  give 
ample  time  to  exhaust  present  stocks  of 
labels  and  to  ensure  that,  on  the 
effective  date,  all  drugs  and  drug 
products  introduced  into  or  delivered  for 
introduction  initially  into  interstate 
commerce  are  labeled  in  compliance 
with  the  provisions  of  this  flnal  rule. 

54.  In  the  Federal  Register  of  Jime  26, 
1979  (44  FR  37434),  FDA  issued  a  flnal 
regulation  which  revised  the 
requirements  for  the  content  and  format 
of  prescription  drug  labeling.  Section 
201.100(e)  of  that  regulation  required 
that  all  labeling  bear  conspicuously  the 
name  and  place  of  business  of  the 
manufacturer,  packer,  or  distributor  as 
required  for  the  label  of  the  drug  under 
§  201.1.  As  flnalized,  §  201.1(e)  was 
scheduled  to  become  effective  June  26. 
1980,  or  when  printing  plates  were 
revised  in  the  normal  course  of  business, 
whichever  occurred  flrst.  As  noted 
above,  the  effective  date  for  revised 

§  201.1  is  April  10, 1981.  Because  the 
changes  to  drug  labeling  mandated  by 
§  201.100(e)  are  so  closely  related  to  the 
changes  that  must  be  made  to  drug 
labels  under  §  201.1,  the  agency 
concludes  that  a  single  effective  date  for 
both  final  rules  is  appropriate.  The 
effective  date  for  §  201.100(e)  is 
therefore  extended  to  April  10, 1981.  Of 
course.  FDA  encourages  all  drug  Arms  to 
comply  voluntarily  with  the  revised 
labeling  requirements  as  soon  as 
practicable  and  before  the  effective 
date. 

55.  One  comment  stated  that  FDA  has 
in  the  recent  past  issued  several  flnal 
rules  which  require  labeling  changes  for 
prescription  drugs.  The  comment  noted 
that  each  of  these  regulations  (in 
particular  the  flnal  rules  describing  drug 
current  good  manufacturing  practice  and 
the  rule  defining  prescription  drug 
dispensing  container  requirements)  has 
a  different  effective  date.  The  comment 
argued  that  compliance  with  a  variety  of 
different  effective  dates  is  costly  and 
asked  that  the  effective  dates  for  all  of 
these  rules  be  made  uniform. 

While  the  regulations  cited  in  the 
comment  have  already  become 
effective,  and  therefore  are  no  longer 
candidates  for  a  uniform  effective  date, 
as  described  above,  FDA  has 
established  a  uniform  effective  date  for 
§  201.100(e)  and  this  flnal  regulation. 

The  agency  strongly  believes  that  under 


certain  circumstances  uniform  effective 
dates  are  a  desirable  means  to  reduce 
the  costs  and  burdens  associated  with 
labeling  revisions.  FDA  is  considering 
developing  a  more  formal  policy 
concerning  uniform  effective  dates  for 
labeling  changes  required  by  regulation 
for  drugs  for  human  use. 

Miscellaneous 

Trade  Correspondence 

56.  In  the  1940’s  FDA  issued  two 
informal  opinions  regarding  who  could 
properly  claim  to  be  manufacturer  of  a 
drug  product:  Trade  Correspondence  107 
issued  February  29, 1940,  and  Trade 
Correspondence  302  issued  August  20. 
1940.  As  these  opinions  are  not 
consistent  with  the  provisions  of  this 
flnal  regulation,  they  are  no  longer 
applicable  and  are  hereby  revoked. 

Place  of  Business 

57.  Section  201.1(i)  currently  requires, 
that  the  statement  of  the  place  of 
business  of  the  manufacturer,  packer,  or 
distributor  include  the  street  address, 
city.  State,  and  ZIP  Code  on  the  product 
label  (the  street  address  may  be  omitted 
if  it  is  shown  in  a  current  city  directory 
or  telephone  directory).  This  section 
clearly  describes  what  must  be  included 
in  the  address  of  a  domestic 
manufacturer,  packer,  or  distributor.  The 
section  has  not  speciflcally  stated  what 
must  be  includea  in  the  address  of  a 
foreign  manufacturer,  packer,  or 
distributor.  To  clarify  what  must  be 
included,  the  agency  has  added  a 
provision  in  S  201.1(i)  stating  that  for  a 
foreign  manufacturer,  packer,  or 
distributor,  the  statement  of  the  place  of 
business  shall  include  the  street 
address,  city,  and  country  and  any 
applicable  mailing  code. 

Therefore,  under  the  Federal  Food. 
Drug,  and  Cosmetic  Act  (secs.  502, 

701(a),  52  Stat.  1050-1051  as  amended 
1055  (21  U.S.C.  352,  371(a)))  and  under 
authority  delegated  to  the  Commissioner 
(21  CFR  5.1),  Title  21  of  the  Code  of 
Federal  Regulations  is  amended  as 
follows: 

PART  201— LABELING 

1.  By  revising  §  201.1  to  read  as 
follows: 

§  201.1  Drugs;  name  and  place  of 
business  of  manufacturer,  packer,  or 
distributor. 

(a)  A  drug  or  drug  product  (as  defined 
in  §  320.1  of  this  chapter)  in  finished 
package  form  is  misbranded  under 
section  502(a)  and  (b)(1)  of  the  act  if  its 
label  does  not  bear  conspicuously  the 
name  and  place  of  business  of  the 
manufacturer,  packer,  or  distributor. 
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This  paragraph  does  not  apply  to  any 
drug  or  drug  product  dispensed  in 
accordance  with  section  503(b)(1)  of  the 
act. 

(b)  As  used  in  this  section,  and  for 
purposes  of  section  502(a)  and  (b)(1)  of 
the  act,  the  manufacturer  of  a  drug 
product  is  the  person  who  performs  all 
of  the  following  operations  that  are 
required  to  produce  the  product:  (1) 
Mixing,  (2)  granulating,  (3)  milling,  (4) 
molding,  (5)  lyophilizing,  (6)  tableting, 

(7)  encapsulating,  (8)  coating,  (9) 
sterilizing,  and  (10)  filling  sterile, 
aerosol,  or  gaseous  drugs  into 
dispensing  containers. 

(c)  If  no  person  performs  all  of  the 
Applicable  operations  listed  in 
paragraph  (b)  of  this  section,  no  person 
may  be  represented  as  manufacturer 
except  as  follows: 

(1)  If  the  person  performs  more  than 
one  half  of  the  applicable  operations 
listed  in  paragraph  (b)  of  this  section 
agd  acknowledges  the  contribution  of 
other  persons  who  have  performed  the 
remaining  applicable  operations  by 
stating  on  the  product  label  that 
“Certain  manufacturing  operations  have 
been  performed  by  other  firms.’’;  or 

(2)  If  the  person  performs  at  least  one 
applicable  operation  listed  in  paragraph 
(b)  of  this  section  and  identifies  by 
appropriate  designation  all  other 
persons  who  have  performed  the 
remaining  applicable  operations,  e.g., 
“Made  by  (Person  A),  Filled  by  (Person 
B),  Sterilized  by  (Person  C)’’;  or 

(3)  If  the  person  performs  at  least  one 
applicable  operation  listed  in  paragraph 
(b)  of  this  section  and  the  person  is 
listed  along  with  all  other  persons  who 
have  performed  the  remaining 
applicable  operations  as  “joint 
manufacturers.”  A  list  of  joint 
manufacturers  shall  be  qualified  by  the 
phrase  “Jointly  Manufactured  By 

- ,”  and  the  names  of  all  of 

the  manufacturers  shall  be  printed 
together  in  the  same  type  size  and  style: 
or 

(4)  If  the  person  performs  all 
applicable  operations  listed  in 
paragraph  (b)  of  this  section  except  for 
those  operations  listed  in  paragraph  (d) 
of  this  section. 

(d)  The  Food  and  Drug  Administration 
finds  that  it  is  the  common  practice  in 
the  drug  industry  to  contract  out  the 
performance  of  certain  manufacturing 
operations  listed  in  paragraph  (b)  of  this 
section.  These  operations  include:  (1) 
Soft-gelatin  encapsulating,  (2)  aerosol 
filling,  (3)  sterilizing  by  irradiation,  (4) 
lyophilizing,  and  (5)  ethylene  oxide 
sterilization. 

,  (e)  A  person  performs  an  operation 
listed  in  paragraph  (b)  of  this  section 
only  if  the  operation  is  performed. 
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including  the  performance  of  the 
appropriate  in-process  quality  control 
operations,  except  laboratory  testing  of 
samples  taken  during  processing,  as 
follows: 

(1)  By  individuals,  a  majority  of  whom 
are  employees  of  the  person  and, 
throughout  the  performance  of  the 
operation,  are  subject  to  the  person’s 
direction  and  control; 

(2)  On  premises  that  are  continuously 
owned  or  leased  by  the  person  and 
subject  to  the  person’s  direction  and 
control;  and 

(3)  On  equipment  that  is  continuously 
owned  or  leased  by  the  person. 

(f)  The  name  of  the  person 
represented  as  manufacturer  under 
paragraph  (b)  or  (c)  must  be  the  same  as 
the  name  of  the  establishment  (as 
defined  in  §  207.3(b)  of  this  chapter) 
under  which  that  person  is  registered  at 
the  time  the  labeled  product  is 
produced.  In  addition,  the  name  shall 
meet  the  requirements  of  paragraph  (g) 
of  this  section. 

(g)  The  requirement  for  declaration  of 
the  name  of  the  manufacturer,  packer,  or 
distributor  shall  be  deemed  to  be 
satisfied,  in  the  case  of  a  corporation, 
only  by  the  actual  corporate  name, 
whicltmay  be  preceded  or  followed  by 
the  name  of  the  particular  division  of  the 
corporation.  A  separately  incorporated 
subsidiary  shall  use  its  actual  corporate 
name  and  not  the  name  of  its  parent 
company.  However,  if  it  chooses,  a 
separately  incorporated  subsidiary  may 
also  identify  its  parent  corporation. 
Abbreviations  for  “Company,” 
“Incorporated,”  etc.,  may  be  used  and 
“The”  may  be  omitted.  In  the  case  of  an 
individual,  partnership,  or  association, 
the  name  under  which  the  business  is 
conducted  shall  be  used. 

(h) (1)  Except  as  provided  in  this 
section,  no  person  other  than  the 
manufacturer,  packer,  or  distributor  may 
be  identified  on  the  label  of  a  drug  or 
drug  product. 

(2)  The  appearance  on  a  drug  product 
label  of  a  person’s  name  without 
qualification  is  a  representation  that  the 
named  person  is  the  sole  manufacturer 
of  the  product.  That  representation  is 
false  and  misleading,  and  the  drug 
product  is  misbranded  under  section 
502(a)  of  the  act,  if  the  person  is  not  the 
manufacturer  of  the  product  in 
accordance  with  this  section. 

(3)  If  the  names  of  two  or  more 
persons  appear  on  the  label  of  a  drug  or 
drug  product,  the  label  may  identify 
which  of  the  persons  is  to  be  contacted 
for  further  information  about  the 
product. 

(4)  If  a  trademark  appears  on  the  drug 
or  drug  product  label  or  appears  as  a 
mark  directly  on  the  drug  product  (e.g.. 


tablet  or  capsule),  the  label  may  identify 
the  holder  or  licensee  of  the  trademark. 
The  label  may  also  state  whether  the 
person  identified  holds  the  trademark  or 
is  licensee  of  the  trademark. 

(5)  If  the  distributor  is  named  on  the 
label,  the  name  shall  oe  qualified  by  one 
of  the  following  phrases:  “Manufactured 

for - ”,  “Distributed  by 

- ”,  “Manufactured  by 

- for - ”, 

“Distributor: - ”,  “Marketed 

by - ”.  The  qualifying 

phrases  may  be  abbreviated. 

(6)  If  the  packer  is  identified  on  the 
label,  the  name  shall  be  qualified  by  the 

phrase  “Packed  by - ”  or 

“Packaged  by - The 

qualifying  phrases  may  be  abbreviated. 

(i)  The  statement  of  the  place  of 
business  shall  include  the  street 
address,  city.  State,  and  ZIP  Code.  For  a 
foreign  manufacturer,  the  statement  of 
the  place  of  business  shall  include  the 
street  address,  city,  country,  and  any 
applicable  mailing  code.  The  street 
address  may  be  omitted  if  it  is  shown  in 
a  current  city  directory  or  telephone 
directory.  The  requirement  for  inclusion 
of  the  ZIP  Code  shall  apply  to  consumer 
commodity  labels  developed  or  revised 
after  July  1, 1969.  In  the  case  of 
nonconsumer  packages,  the  ZIP  Code 
shall  appear  either  on  the  label  or  the 
labeling  (including  the  invoice). 

(j)  If  a  person  manufactures,  packs,  or 
distributes  a  drug  or  drug  product  at  a 
place  other  than  the  person’s  principal 
place  of  business,  the  label  may  state 
the  principal  place  of  business  in  lieu  of 
the  actual  place  where  such  drug  or  drug 
product  was  manufactured  or  packed  or 
is  to  be  distributed,  unless  such 
statement  would  be  misleading. 

(k)  Paragraphs  (b).  (c),  (d).  (e),  and  (f) 
of  this  section,  do  not  apply  to  the 
labeling  of  drug  components. 

(l)  A  drug  product  is  misbranded 
under  section  502(a)  of  the  act  if  its 
labeling  identifies  a  person  as 
manufacturer,  packer,  or  distributor,  and 
that  identification  does  not  meet  the 
requirements  of  this  section. 

(m)  This  section  does  not  apply  to 
biological  drug  products  that  are  subject 
to  the  requirements  of  section  351  of  the 
Public  Health  Service  Act,  42  U.S.C.  262. 

PART  207— REGISTRATION  OF 
PRODUCERS  OF  DRUGS  AND  LISTING 
OF  DRUGS  IN  COMMERCIAL 
DISTRIBUTION 

2.  By.  revising  §  207.20(a)  to  read  as 
follows: 

§  207.20  Who  must  register  and  submit  a 
drug  list. 

(a)  Owners  or  operators  of  all  drug 
establishments,  not  exempt  under 
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section  510(g)  of  the  act  or  Subpart  D  of 
this  Part  207,  that  engage  in  the 
manufacture,  preparation,  propagation, 
compounding,  or  processing  of  a  drug  or 
drugs  are  required  to  register  and  to 
submit  a  list  of  every  drug  in  commercial 
distribution  (except  that  listing 
information  may  be  submitted  by  the 
parent,  subsidiary,  and/or  affiliate 
company  for  all  establishments  when 
operations  are  conducted  at  more  than 
one  establishment  and  there  exists  joint 
ownership  and  control  among  all  the 
establishments).  Such  owners  or 
operators  are  required  to  register  and  to 
submit  a  list  of  every  drug  in  commercial 
distribution  (except  that  listing 
information  may  be  submitted  by  the 
parent,  subsidiary,  and/or  affiliate 
company  for  all  establishments  when 
operations  are  conducted  at  more  than 
one  establishment  and  there  exists  joint 
ownership  and  control  among  all  the 
establishments),  whether  or  not  the 
output  of  such  establishment  or  any 
particular  drug  so  listed  enters  interstate 
commerce,  except  that  drug  listing  is  not 
required  at  this  time  for  the 
manufacturing,  preparation, 
propagation,  compounding,  or 
processing  of  an  animal  feed  (including 
a  feed  concentrate,  a  feed  supplement, 
and  a  complete  animal  feed)  bearing  or 
containing  an  animal  drug.  No  owner  or 
operator  may  register  an  establishment, 
if  any  part  of  the  establishment  is 
registered  by  any  other  owner  or 
operator. 

*  *  *  «  * 

3.  By  revising  §  207.26  to  read  as 
follows: 

§  207.26  Amendments  to  registration. 

Changes  in  individual  ownership, 
corporate  or  partnership  structure 
location  or  drug-handling  activity,  shall 
be  submitted  by  Form  FD-2656 
(Registration  of  Drug  Establishment)  as 
amendment  to  registration  within  5  days 
of  such  changes.  A  change  in  a 
registered  establishment’s  firm  name 
within  6  months  of  the  registration  of  the 
establishment  is  required  to  be 
supported  by  a  signed  statement  of  the 
establishment’s  owner  or  operator  that 
the  change  is  not  made  for  the  purpose 
of  changing  the  name  of  the 
manufacturer  of  a  drug  product  under 
§  201.1  of  this  chapter.  Changes  in  the 
names  of  officers  and  directors  of  the 
corporations  do  not  require  such 
amendment  but  must  be  shown  at  time 
of  annual  registration. 

PART  314->NEW  DRUG 
APPLICATIONS 

4.  By  revising  §  314.8(a)(6)(ii)  to  read 
as  follows: 


§  314.8  Supplemental  applications. 

(а)  *  *  * 

(б)  *  *  * 

(ii)  There  are  no  changes  from  the 
conditions  of  the  approved  application 
except  for  a  different  and  suitable 
proprietary  name  of  the  drug  (if  one  is 
used)  and  the  name  and  address  of  the 
distributor  as  used  on  the  label  and 
labeling.  The  name  of  the  distributor 
shall  be  accompanied  by  a  qualifying 
phrase  permitted  under  §  201.1(h)  of  this 
chapter. 

*  «  *  *  * 

Effective  date.  This  regulation  shall  be 
effective  April  10, 1981,  for  drugs  and 
drug  products  initially  introduced  or 
initially  delivered  for  introduction  into 
interstate  commerce.  It  also  extends  the 
effective  date  of  §  201.100(e)  (21  CFR 
201.100(e)),  which  requires  that 
prescription  drug  labeling  bear  the  name 
and  place  of  business  of  the 
manufacturer,  packer,  or  distributor,  to 
April  10, 1981. 

(Secs.  502,  701(a),  52  Stat.  1050-1051  as 
amended.  1055  (21  U.S.C.  352,  371(a])) 

Dated:  April  8, 1980. 

Joseph  P.  Hile, 

Associate  Commissioner  for  Regulatory 
Affairs. 
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